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{.Claims 

1 . Use of pipamperon for tfie preparaOon of a medcament for treaflng a disease or 
disorder with an undertying dysregidatlon of the emotional functtonallfy, wherein said 
pipamperon is administered to a patient In a dose ranging between 5 and 15 mg of the 

5 acBve ingred'ent, and wherein a second compound Is adminislared stmuttaneousty with, 
separate from or sequential to said pipamperon to augment the therapeitfc effect of said 
second compound. 

2. Use accoiding/to daim 1 , wrtierein said pipanperon is adminisfeied daily at least 
10 one day b^ore acbninistering said second compound 

3. Use accoidjng to any of claims 1 to 2, wherein said second compound affects the 
monoaminergictansmittar system. 

15 4. Use according to claim 3, wherein said second compound is selected from the 
group comprising: 5-HT reuptaJce enhancer (1). 5-HT1 autoreceptor agonist (2). SHr^A 
receptor agonist (3). 5-HT1A receptor antagonist (4). 5-HT1B receptor antagonist (S), 5- 
HT2B receptor antagonist (6). 5-HT2C receptor anlagor^ (7), 6-HT3 receptor antagonist 
(8), 5-HT6 receptor antagonist (9), adrenergic transmiller releaser (12), a1 adrenoreceptor 

20 antagonist (13), a2 adrenoreceptor antagonist (14). p3 adrenoreoeftor agonist (19), 
cannabloid receptor antagonist (21), D1 receptor agonist (27). D2 receptor aniagonisi 
(28). D3 receptor anlagoriisl (29), DA uptake inhil>ltor (30). dopamine receptor agonist 
(31), H3 receptor antagonist (42), compounds which increase brain concentrafions of 5- 
HT (44). levodopa (48X MAO reuptalce inhibitor (50), MAO-A & l^iAO-B reuptalte inhibitor 

25 (51). IWIAO-B ir*lbftor (62). IWAOB re-uptal» inhibitor (53). NARI (60), NaSSA (61), NDRI 
(62), Ril^ (82), SDA (84). SDRI (85), Second messenger beta agonist (86), SNDRI (90). 
St4RI(91)andSS{^(92). 

5. Use of pipamperon or a phararaceudcally acceptable salt thereof for the 
30 preparation of a medicament for treating the underlying emotion dysregulatlon of a non- 
cognSive mental* disease or disorder selected from tt» group of diseases or disordere 
consisting of mood disorders, anxiety disorders, eafing disordere, premenstrual syndrome, 
somatoform disordere (excluding pain dlsordereX factitious disorders, dlssod^ve 
disorders, sexual and gender idenfify disorders, sleep disorders^ adjustment disorders. 
35 impulse conbd disorders, substance related disorder, personaBiy disonl^ antisocial 
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behaviour, bei^avement, occupational problem and problems related to abuse or neglect 
and pam disorders, characterized in that pipamperon or said phamiaceulicany acceptable 
salt thereof is administered slmuRaneously with, separate from or prior to the 
administration of a 5-HT (serotonin) reuptake enhancer compound to augmert the 
therapeutic effect or to provide a faster onset of the therapeutic effect of said 5-HT 
(serotonin) reuptake enhancer compound, further characterized In that pipamperon is to 
be administered to a paiient In a daBy dose ranging betvween 5 and 15 mg of the active 
ingredient 

6 Use of pipamperon or a pharmaceUBcaBy acoeplabte salt thereof for the 
preparation of a medicamentfbr treating the underiying emotion dysregulation of a non- 
cogniave mental disease or disorder seleded fiom the group of diseases or disorders 
consisting of mood disorders, anxiety disorders, eating disorders, premenstrual syndrome, 
somatolbmi disorders (excluding pain dIsordersX factitfous disorders, dissociative 
disorders, sexual and gender identity disorders, sleep disorders, adjustment disorders, 
impulse control disorders, substance related disorder, personality disorders, antlsoc«I 
behaviour, bereavement, occupational problem, problems related to abuse or neglect and 
pain disorders, characterized in that pipamperon or said phamiaceutlcally acoeplabte salt 
thereof is administered simultaneously with, separate from or prior to the admlnlsfralion of 
a 5-HT1 autoreceplor agonist compound to augment the therapeiiic effect or to provldea 
fester onset of the therapeutic ^ct of saW 5.HT1 autoreceptor agonist compound, 
further characterized in that pipamperon Is to be administered to a patent in a daiV dose 
ranging between 5 and 15 mg of the active Ingredtent 

7 Use of pipamperon or a pharniaoeUBcaUy accepteWe salt thereof for the 
nrapaialion of a medlcamenl for treating the underlying emotion dysregutetion of a non- 
cogniBve mental disease or disorder selected from the group of diseases and disorders 
cortslsling of mood disoideis, anxiety disorders, eating disorders, premenstrual syndrome, 
somalofomi disonlers (excluding pain disorders), factitious disord^. dissoctatlve 
disorders, sexual and gender disorders, sleep disorders, adjustmertl disorders. Impulse 
control disorders, attentlon-deficil disorders, substence-related disorder, personality 
disorders, antisocial behaviour, bereavement occupational problem, problems related to 
abuse or neglect pain disorders; delirium. Alzheimer Disease, subslance^nduoed 
persisting dementia, vascutar dementia, dementia due to HIV disease, dementia due to 
head trauma, dementia due to Paridnson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, demertia due to Cf«Hzfieldt>lacob Disease, amnestic 
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^« due to 3 gene^ n»dfcal condBon. -^'^^■''^^^^^^T^ 
disorter. .nnd cognlSve impaim»n. dteorier, other c.gnli« <i«orte» and Pa*«,«n 

hereof is administered slm*n»usVwi*.sepa«ttftomorpHo,tolheadm^«»a^o^ 

3 5+fT1A (serotonin 1A) «ceptor agonist oonnpound to auamentthe tlwap..* effeS or 
*,p,ov>deafasteronsetot.heti»«pe-io.!tectMsaidS4«iA(.«ol0|* 

patient in a darli- dose ranoins l«fl«aan S and 15 n« of the aoti« insredlenl 

8 use of Pipanipemn or a pl«maceU.caly acceplabia saK t.«.eof for tl« 
pi^p,^ of a n«.=an«n.fbr treatm, !.» und-lytn, emodon dysregulation o^ a no,v 
^ dieeas. or dl.«der .e.«*d *»n t.« g^up of ^'^^'^ 
consl..ln9ofn«dd..o«ta».an«le.ydiso,d«.ea«nadlsorde,s.p™m«^^ 

tL..*! d*«*rs (excudlng pain disorders^ faditious J'^^ 
L^l.™. .«cual and gender dlsonie,^ adN«.n,en. disorders, ^ oont». 
tLlon^ *«rte,s. subaano^elated dlsonter. personaSty disorder, antlso^ 
:r^.bere,ven»n.,oco^.iona.p»bien,a„dpn*.ams«--.dJ^^ 

^.the. p^ampe^n or s^ phannaoeulicaft, '^^^^J^^'^ 
ministered sln«.llaneousIywilh.separat.ftomorpHorto11»adn*Wr^ 

^1 amagoms. con^und to augment the th«apeu* elhc. « to Pn»*-^ 
3tf the tt-erapeuuo efiaot of .aid 5+mA »c«*.r artagcrtst c»np«»rt lutha, 
j:^lL.nJp*«.npen..stobe«W*ter«..o.p-.er..n.--^ 

benxeon 5 and 16 mg otthe aeWw lngr««ent 

9 use of plpamp^on or . phannaoe*a«y acceptable salt thereof for the 

Iperetton of. n-d.cemen.fc, .nM«lng t.« underling emo.i«. ^^^'^^AIT 
:^rrL>lBl diseas. or disonier eete^ *e group of dlseas^^^^ 

^^Z^ (excluding pain borders), factious di»,d«s d,a«»-h» 
r^sexua. and gender diso,d«. sleep dl«,rde,s. a*«t™r. dl»»d«* tnPUlae 
r^Xr. a«:,«o,vde^« disorder. s.*stanc«..a«. 

entlsociaibehavlour,be,ea«n«rtoccup-lon.I*n*l«n«vlp«^ 
n^„ne,lectcha,ac.er.zedH.««.p.p-n,»n.nor.a,dpH-,«^ 

* » thereof is adr^Nstsred slmutenaou.^ "«h. "J^ *> 

^l^traHon Of a 5.1T,B receptor ar^^nis. "-^^^ "^Jl^^^ 
effect or to provide a ferter one* of the the,ap«* eSSct of .aid MfTIB receptor 
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antagonist compound, further characterized In that plpamperon is to be administered to a 
patient in a daily dose ranging l)etween 5 and 15 mg of the active ingredient 

10. Use of pipamperon or a pharmaceutically acceptable sail thereof for the 
5 preparation of a medicament for treating the undertying emotion dysregulatlon of a nor>- 
cognilive mental disease or disorder selected from the group of diseases and disordeis 
consisting of mood dlsoidere, anxiety disorders, eating disorders, premenstrual syndrome, 
somatofbmi disorders (excluding pain disordersX fecdtious disorders, dissocl^e 
disoidera. sexual and gender disorders, sleep disorders, adjuslmert disorders, impulse 
10 control disoideis, substance-ielated disorder, personalty disorders, antisocial behaviour, 
bereavement, occupational problem, problems related to abuse or neglect and pain 
disoideis characterized in that pipamperon or said phannaceutically acceptable salt 
thereof is administered simultaneously with, separate from or prior to the administration of 
a 5-Kr2B receptor antagonist compound to augment the therapeutic effect or to provide a 
15 faster onset of the therapeutic effect of said 5-HT2B receptor antagonist compound, 
further characterized In that pipamperon is to be administered to a patient in a daily dose 
ranging between 5 and 15 mg of the acBve ingredent 

11. Use of pipamperon or a pharartaceUBcally acceptable salt thereof for the 
20 preparation of a medicamentfbr treating the underlying emotion dysregulatlon of a non- 
cognlh-ve mental disease or dteoider selected irom the group of diseases and disordeis 
consisting of mood disordeis. anxiety disorders, eating disorders, premenstrual syndrome, 
somaiofomi disorders (excluding pain disorders^ factitious disorders, dissociative 
disoidere. sexual and gender disoidera. sleep disorders, adjustmert disorders, impulse 
25 control dIsoKlere. siibstance^lated disorder, personaBty disordeis. antisocial behaviour, 
bereavement, occupational problem, problems related to abuse or neglect and pain 
disoidere. characterized in that pipamperon or said phannaceuBcaily acceptable salt 
there<rf is administered simultaneously with, separate from or prior to the administration of 
a 5-HT2C receptor antagonist compound-to^augment the therapei«c efliset or to provide a 
30 faster onset of the therapeutic effect of said 5+IT2C receptor artagonist compound, 
further characterized in that pipamperon Is to be admlrtisteredto a paUent In a daily dose 
ranging between 5 and 15-ing-of theacBve Ingredient 

12. Use of pipamperon or a phanraceUUcally acceptable sail thereof for the 
35 preparaton of a medicament for treating the underlying emotion dysregulatlon of 
substancweialed disordeis, characterized In that pipamperon or said pharmaoeutlcally 
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acceptable salt thereof is administered simuitaneoiisly with, separate from or prior to the 
adminlstratton of a 5-HT3 receptor antagonist compound to augment the therapeutic effect 
or to provide a faster onset of the therapeific effect of said 5-HT3 receptor antagonist 
compouncL further characterized in that pipamperon is to be administered to a patiert in a 
S daily dose ranging behveen 5 and 15 mg of the acSve ingredlenL 

13. Use of pipamperon or a phamiaceiircally acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysregulatlon of a 
cognitive disorder selected from the group of diseases and disorders consisting of 

10 Alzheimer Disease, substance-related persisting dementia, vascular dementia* dementia 
due to HIV disease, dementia due to head trauma, dementia due to Parlcinson Disease, 
dementia due to Huntington Disease, dementia due to Pick Disease, demenfia due to 
Creutzfeldt-Jacob Disease, amnestic disorders due to a general medical condition, 
substance-induced persisting amnestic disorder, mild cognitive impairment disorder and 

15 ottner cognitive disorders, characterized in that pipamperoTi or said phanfnaceuQcaily 
acceptable salt thereof is admNstered simultaneously wtth, separate from or prfor to the 
administration of a 5+IT6 receptor arttagonist compound to augmert the therapeutic effect 
or to provide a faster onset of the ttierapeUSc effect of said 5-HT6 receptor antagonist 
compound, further oharacterized in that pipamperon is to be admiriistered to a patient In a 

20 daily dose ranging bdween 5 and 1 5 mg of the active ingredient 

14. Use of pipamperon or a {:rfiarmaceuBcany acceptable saK thereof for the 
preparation of a medicament tor treating the underlying emotion dysregulation of a norh 
cognitive merital disease or disorder selected from the group of diseases and disorders 

25 consisting of mood disorders, an>dety disorders, eating disorders, premenstrual ^ndrome, 
somatoform disorders (excluding pain disordered fectMous disorders, dissociative 
disorders, sexual arxl gender identity disorders, adjustment disord^, impulse control 
disorders, personaGty disorders, bereav^emeht* occupational problem, problems related to 
abuse or neglect and pain disorders, characterized tn that pipamperon or si^d 

30 pharmacetrtfcaliy acceptable salt thereof is administered sImuRaneously vAth^ separate 
from or prior to the administration of an adrenergic transmitter releaser compound to 
augment the ttierapeutfo effect or to provide a faster onset of the therapeutic effect of said 
adrenergto transmitter releaser compound^ further characterfzed in that fMpamperon is to 
be administered to a patient in a dai^ dose ran^r^ between 5 and 15 mg of tiie active 

35 irgredlent 
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15. Use of pipamperon or a pharmaceUBcally acceptable sail thereof for the 
preparation of a medicament for treating the underlying emotion dysreguiation of a non- 
cognitive mental disease or disorder selected from the group of diseases and disorders 
consisting of mood disorders, anxiety disorders, eatmg disorders, premenstrual ^ndrome. 

5 somatoform dteorders (excluding pain disordersX facBtlous cfisord&s, dissocisiive 
disorders, sexual and gender iden&ty disorders, sleep disorders^ acQustment disorders, 
impulse control disordm. personally dIscHders, bereavement, occupational problem, 
problems related to abuse or neglect and pain disorders^ characterized In that pipamperon 
or said pharmaceutically acceptable salt thereof is admin^ered simultaneously vi/ith, 
10 separate from or prior to the administr^on of a alpha 1 adrenoreceptor antagonist 
compound to augment the therapeutic effect or to provide a faster onset of the therapeufic 
effect of said alpha 1 adrenoreceptor antagonist coinpound, further characterized in that 
pipamperon is to be administered to a patient in a daily dose ranging between 5 and 15 
mg of the active ingredient 

15 

16. Use of pipamperon or a pharmaceutically acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysreguiation of a non- 
cognitive menial disease or disorder selected from the group of diseases and disorders 
consisting of mood disorders, anxiety disorders, psychotic disorders, eating disorders, 

20 premenstrual syndrome, smiatofomi disorders (excludirg pain disorders), lactRlous 
disorders, dissociative disorders, sexual and gender identify disorders, sleep disorders, 
adjustment disorders, impulse control disorders, substance related disorders, personality 
disorders, bereavement, occupafional problem, problems related to abt^ or neglect and 
pain disorders^ characterized In tt)at pipamperon or said pharmaceufically acceptable salt 

25 thereof is administered simuttaneously with, separate from or prior to the administration of 
a alpha 2 adrerK>receptor anta^nlst compound to augment the therapeutic effect or to 
provide a faster onset of the therapeutic effect of sard alpha 2 adrenoreceptor antagonist 
compound, further characterized in tiiat pipamperon is to be administered to a patient in a 
daily dose ranging between 5 and 15 mg of the active Ingredient. 

30 

17* Use of pipamperon or a phamiaceutically acceptable salt tiiereof for the 
preparation of a medicament for treating the underlying emotion dysreguiation of a non- 
cognitive menial disease or disord^ selected from the group of dbeases and disorders 
consisting of mood disorders, anxiety disorders, eating disorders, premenstrual ^drome, 
3S somatoform cRsordm (exduding pain disordersX factitious disorders, dissociefive 
disorders, sexual and gender Identity disorders^ sleep disorders^ adjustment disorders. 
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impulse control disorders, substance related disorders, personalis disorders, 
bereavement, occupationai problem, problems related to abuse or n^lect and pain 
disorders, characterized in that pipamperon or said phanmaoeuUcally acceptable ssdt 
thiersof is administered simultaneously v\rtth. separate from or prior to the administration of 
5 a beta 3 adrenoreceptor agonist compound to augment the therapeutic effect or to provide 
a faster onset of the therapeutic effect of said beta 3 adrenoreceptor agonist compound, 
further characterized In that pipamperon is to be administered to a patient in a daily dose 
ranging between 5 and 15 nr^ of the active Ingredient 

10 1& Use of pipamperon or a pharmaceulicaliy accepteble salt thereof for the 
preparation of a medicament for treating the underlying emotion dysregulation of a non- 
' cognitive mentel disease or disorder selected from the group of diseases and disorders 
consisting mood disorders, anxiety disorders, psychotic disorders, somatoform disorders 
(excludir^ pain disorders), factitious disorders, dissoclalive disorders, sleep disonders. 

15 adjustment disorders, impulse control disorders, pervasive development disorders, 
disruptive behaviour disonJers, substance-related disordeis, personality disorders, 
psychologiodi factors affecting medical condStons. malingering, antisodai behaviour, 
bereavement, occupational problem, identity prolriem and problems related to abi^e or 
neglect, pain disorders and delirium, charaderized in that pipamperon or said 

20 pharmaceuHcally acceptable salt thereof is administered sbnuttaneous^ virith. separate 
from or prior to the administration of a cannabiold receptor 1 antegonfst compound to 
augment the therapeutic effect or to provide a faster onset of the therai^eufic effect of said 
roannabloid re.ceptor 1 antagonist compound, further characterized in that [ripamperon is to 
be adiTtlnlstered to a patient in a daily dose ranging between 5 and 15 mg of the active 

25 ingredient 

19. Use of pipamperon or a pharrnaceutically acceptable salt thereof for the 
preparation of a medicament for treating the underiyfng emotion dysregulation of 
substance related disorders and Paridnson disease, characterized in that pipamperon or 

30 said pharrnaceutically accepteble sail thereof is administered simultaneously with, 
s^rate from or prior to the administration of a D1 receptee receptor agonist compound to 
augment the therapeuHc effect or to.pro^de a fester onset of the therapeutic effect of said 
D1 receptor receptor agonist compound, further characterized In that pipamperon Is to be 
adrhfnistered to a pafient in a d^ dose ranging between 5 and 15 mg of the active 

35 ingredient 
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20. Use of pipamperon or a phannaceUBcafly acceptable salt thereof for the 
preparation of a medicament for treating the underiying emotion dysregulation of a non- 
cognitive mental disease or disorder selected from the group of diseases and disordeis 
consisting mood disorders, psychotic disorders, somatoform disorders (excluding pain 

5 disorders), factitious disorders* dissociative disorders, sleep disorders, adjustmert 
disorders. Impulse control disorders, penrasfve development dfeoiders, dlsmpUve 
behaviour disorders, substancenrelated disorders, personality disordeis, psychologi<at 
factors afleding medical conditions. maHngering, antisocial behaviour, bereavement, 
occupational problem. Identity problem and problems related to abuse or neglect, pain 

10 disorders and deOrlum. characterized in that pipamperon or said phamiaceuUcally 
acceptable salt thereof is administered simultaneously with, separate from or prior to the 
administration of a D2 receptor antagonist compound to augment the therapeutic effect or 
to provide a fester onset of the therapeutic effect of said D2 receptor antagonist 
compound, further characterized in that pipamperon Is to be administered to a patient in a 

15 daily dose ren^ng between 5 and 15 mg of the active Ingredient 

21. Use of pipamperon or a phamTaceuUcaliy acceptable salt thereof for the 
preparation of a medicament for freaUng the underling emotion dysregulation of a non- 
cognitive mental disease or disorder seleded from the group of diseases and disorders 

20 consisting of psychotic dlsordere, somatoform disorders (excluding pain disordere), 
facUtfous dIsonJers. dissociative disorders, sleep disordere. adjusfaneit disorders, impulse 
control disorders. pen«slv© development disorders, disnjptive behaviour disordeis. 
substance^lated disorders, personally disordeis. psychologteallactore affecflng medical 
conditions, maiihgering. antisocial behaviour, bereavement, occupational problem, IdenBly 

25 problem, problems related to abuse or neglect, pain disordere and delirium, characterized 
In that pipamperon or said phamnaceutically acceptable salt thereof is administered 
simultaneously with, separate from or prior to the administration of a D3 receptor 
antagonist compound to augment the therapeutic effect or to provide a faster onset of the 
therapeutic effect of said D3 receptor antagonist compound, further characterized In that 

30 pipamperon is to be administered to a patient in a dally dose ranging between 5 and 15 
mg of the active ingredient. 

22. Use of (ripamperon or a phamiaoeUlcally acceptable salt tiiereof for the 
preparalton of a medicamenl for treating the underiying emotion dysregulatton of 
35 substance related disordere and Partdnson disease, characterized In that pipamperon or 
said phamraoeuflcally acceptable salt thereof is adrntnlstsred simultaneously wHh, 
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separate fix>m or prior to the administrafion of a DA (dopamine) uptake inhiblor compound 
to augment the therapeutic eited or to provide a faster onset of the therapeutic effect of 
said DA (dopamine) uptake Inhibitor compound, further characterized In that pfpamperon 
is to be administered to a patient in a daily dose ranging between 5 and 15 mg of the 
5 acttve ingredient 

23. Use of pipamperon or a phanmaceuOcaliy acceptable salt tiiereof for the 
preparation of a medicament for treaOng the undoing emotion ciysregulation of a non- 
cognitive mental disease or disorder selected from the group of dteeases and disorders 

10 consisting mood disorders, anxiely disorders, eafirtg disorders, premenstrual syndrome, 
somatoform disorders (excluding pain disordersX factitious disorders, dissocfafive 
disorders, adjustment disorders, impulse control disorders, attentiorMieficit disordeis, 
substance-related disorders, personality disorders and problems related to abuse or 
neglect pain disorder and Parkinson disease, diaracterfzed in that pipamperon or said 

IS pharmaceuUcally acceptable salt thereof is administered simultaneously with, separate 
from or prior to the admlnistrafion of a dopamine receptor agontet compound to augment 
the therapeutic effect or to provide a faster onset of the therapeutic effect of said 
dopamine receptor agonist compound^ further diaracterlzed In that pipamperon is to be 
administered to a patient in a daily dose ranging between 5 and 15 mg of the ac^e 

20 Ingredient. 

24. Use of pipamperon or a phannaceaBcally acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysregulation of a 
cognithfe mental disease or disorder selected from the group of diseases and dlsordeis 

25 consisting of Alzheimer Disease, substance-related persisting dementia, vascular 
dementia, dementia due to HIV disease, demenOa due to head trauma, demenfia due to 
Parkinson Disease, dementia due to Huntington Disease, dementia due to Pick Disease, 
dementia due to Creutzfeldt-Jacob Disease, amnestic disorders due to a general medical 
conditioa substance-induced persisting amne^c disorder, mild cogniSve impairment 

30 disorder and other cognitive disorders, characterized in that pipamperon or said 
phanmaceidicaHy acceptable salt thereof is administered simultaneous vrith, separate 
from or prior to ttie administration of a. histamine HSreoeptor antagonist compound to 
augment the ttiersqaeutic effect or to pro^de a faster onset off the therapeutic eflect of said 
histamine HSreceptor antagonist compound, lurtfier characterized in that pipamperon Is to 

35 be admintetered to a patient in a daBy dose ranging between 5 and 15 mg of the active 
ir^redient 
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25. Use of plpamperon or a pharmaceuUcally acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysregulation of a non 
cognitive mental disease or disorder selected from the group of diseases and disordeis 

5 consisting of mood disoiders* anxiety disorders, eating disorders, premenstrual ^ndrome, 
somatofomfi disorders (excluding pain disorders^ factitious disorders^ dissociative 
disortiers, sexual and gender identity dteorders, sleep disorders, adjustment disorders, 
Impulse control disorders, substances-elated disorders, personaBty disorders, 
bereavement, occupational problem, , problems related to abuse or neglect and pain 

10 disorder, characterteed in that plpamperon or said pharmaceuticalty acceptable salt 
thereof is administered simultaneously with, separate from or prior to the administration of 
a compound "which increases brain concentrations of 5-HT (serotonin) to augment the 
flierapeuUc effect or to provide a faster onset of tiie therapeutic effect of said compound 
which increases brain concentrations of 5-HT (serotonin), further characterized in that 

IS plpamperon is to be administered to a patient in a dally dose ranging between 5 and 15 
mg of the active ingredient. 

26. Use of plpamperon or a phanmacettlcally acceptable salt thereof for the 
preparatiorr of a medicament for treating the underlying emotion dysregulation of 

20 Parkinson Disease, characterized In that plpamperon or said phannaceuHoally acceptable 
salt thereof is admWstered simultaneous vwth, separate from or prior to the 
administration of a levodopa/decart^oylase inhlbtor compound to augment the therapeufc 
eflect or to provide a faster onset of the therapeutic effect of said levodopa/decarix>ylase 
Inhibitor compound, farther characterized in that plpamperon Is to be administered to a 

25 patient In a dally dose ranging between 5 and 15 mg of the active ingredient 

27. A phanmaceuHcal composition comprising (a) plpamperon, and (b) a 
levodopaAiecari^oylase inhibitor compound, preferably is (e«)levodopaA5arbldopa, or a 
pro-drug or an active metabolite ttierKrf,-ora phamiaceuBcally acceptable salt thereof In 
30 combination with entac^x>r^ wbicfe M «i Inhlbftor of catechol-O-mettiyltranslterase 
(COMT), or a pro-drug or an active metabolite thereof, or a phannaceuticaly acceptable 
salt thereof, as a combfned-preparation-for slmuftaneous, separate or sequential use for 
treating the underiying emotion dysregulation of Paridnson Disease. 

35 28. A pharmaceutic^ composition according to claim 27, v^refai plpamperon is 
provided in a unitery dose of between 5 and 15 mg of the active Ingredisnt and wherein 
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said levodopa/decarboylase inhibitor compound . Is levodopa/carbldopa, preferabf/ 
provided in a unitary dose of between 100 mg and 1 0 mg of the active IngredienL 

29. A pharmaceuHcal composition according to claim 27 or 28» wherein pipamperon Is 
5 provided in a unitary dose of between 5 and 15 mg of the active ingredient and wherein 
said levodopa/decarboylase inhibitor compound is levodopaA:arbidopa or etilevodopa/ 
carbldopa In combination with entarapone, of which the latter is preferably provided in a 
unitary dose of between 500 mg and 100 mg of the active Ingredbnt 



10 30, Use of pipamperon or a pharmaceUioaHy acceptable salt thereof for the 
preparation of a medicament for treating the underi^g emotion dysreguteition of non- 
cognitive mental disease or disorder wHch are substenoe related disorders and Parkinson 
disease, characterized In that pipamperon or said pharmaceutlcally accepteble salt 
thereof is administered dmultaneously separate from or prior to the administration of 

15 a monoamine oxidase (MAO) reuptake Inhibitor compound to augment the therapeutic 
eflect or to provide a faster onset of the therapeutic effect, of said monoamine oxidase 
(MAO) reuptake inhibitor compound, further characterteed in that pipamperon Is to be 
administered to a patient in a daily dose ranging between 5 and 15 mg of the active 
ingredient. 

20 

31 • Use of pipamperon or a pharmaceifically acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysregulation of a non 
cognitive mentel disease or cRsoitfer selected from the group of diseases and disordeis 
consisting of mood disorders, anxiety disorders* eafing disordersp premenstrual syndrome, 

25 somatolbnn disorders (excluding pain dlsordersX facHltous disorders, dissodaUve 
disorders, sexual and gender Identity disorders, adjustment disorders, impulse control 
disorders, attentiornleficit disordeis, personanty disorders, anBsoclal behaviour, 
bereavement, occupational problem, problems related to abuse or neglect and pain 
disorder, characterized In that pipamperon or said phannaceutically acceptable salt 

30 thereof is administered simultaneously witfi, separate from or prior to the administration of 
a monoamine oxidase A (MAOA) and a monoamine oxidase B (MAO-B) reuptake 
Inhibitor compound to augment the therapeutic effect or to provide a faster onset of the 
therapeutic effect of said monoamine oxidase A (MAOA) and a monoamine oxidase B 
(MAOB) reuptake inhbltor compountt further characterized hi that pipamperon is to be 

35 administered to a pafient in a dally dose ranging l>eiween 5 and IS mg of the active 
ingredient 
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32. Use of plpamperon or a pharmaceitically acceptable salt thereof for the 
preparation of a medicanent for treating the underlying emotion dysregulatlon of a non- 
cognitive mental disease or disorder selected from the group of diseases and disordeis 
consisting of mood dlsoiders. anxiety disorders, eating disorders, premenstrual syrKlrome, 
somatofom) disorders (excluding pain dlsordeisX fectitlous disorders, dissod^e 
disorders, adjusfrnent disorders, Impulse control disorders. attenthMwIeflca disordeis. 
substance^lated disorders, personality disordeis, problems related to abuse or neglect, 
pain disorder and Parkinson disease, characterized In that (ilpamperon or said 
pharmaoeiiBcally acceptable salt thereof Is admirdstBred simultaneously with, separate 
from or prior to the adminlstraifon of a monoamlnB oxidase B (MAO-B) InWbitor compound 
to augment the therapeutic effect or to provide a fester onset of the therapeutic effect of 
said monoamine oxidase B (MAO-B) Inhibitor compounc*, further characterized In that 
plpamperon Is to be admlnlslBrBd to a patient in a dally dose ranging between 5 and 15 
mg of the active ivgredierl. 

33. Use of plpamperon or a phamiaoeutlcany acceptable salt thereof for the 
preparation of a medicament for treating the underiying emotion dysregitetion of 
PariUnson Disease, characterized In tiiat pipamperon or said pharmaceutJcally acceptable 
salt tiiereof is administered simultaneously wifli. separate from or prior to the 
administration of a monoamine oxidase B (MAOB) reuptake Inhtoltor to augmerrt the 
therapeutic effect or to provide a faster onset of the therapeutte effect of said monoamine 
oxidase B (MAOB) reuptake Inhibitor, further characterized In that pipamperon is to be 
administered to a patient in a dally dose ranging between 5 and 15 mg of the active 
ingredient 

34. Use of plpamperon or a pharmaceiilcany accepteble saK thereof for the 
preparation of a medicanent for treating the underiying emotion dysregulation of a non- 
cognithre menial disease or disorder selected from ttie group of diseases and disorders 
consisting of mood disorders, anxiety disorders, adjustment dlsonlers. attention-deficit 
disorders. peraonalHy disorders, antisocial behaviour, bereavement, occupational 
problem, problems related to abuse or neglect and pah disorder, characterized In that 
pipamperon or said phannaceUlcaHy acceptable salt thereof is admlnlslered 
simultaneously wltii. separate from or prior to the administration of a selective nor- 
adrenaline re-uptake Inhibitor (NARI) compound to augment the therapeutic effect or to 
provide a faster onset of ttie tfierapeutic effect of saW selective nor-adrenafine re-uptake 
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Inhibitor (NARI) compound, further characterized in that pipamperon is to be administered 
to a patient In a dally doso ranging bdween 5 and 15 mg of the active ingredient 

35. Use of pipamperon or a phannaceullcally acceptable salt thereof for the 
5 preparation of a medicament for treating the underlying emotion dysregulafion of a norv- 
cognftive mental disease or disoider selected from the group of diseases and disordeis 
consisting of mood disoiders. anxiety disorders, eating disorders, premenstmal syndrome, 
somatofonn disorders (excluding pain dlsordersX factHtous disorders. dissodaHve 
disorders, sexual and gender Identity dlsonters, sleep disorders, adjustment disorders, 
10 impulse control disorders. personalHy disorders, antisocial behaviour, bereavement, 
occupational problem, problems related to abuse or negldct and pain disorders, 
characterized In that plpampeion or said pharmaceuBcally acceptable salt thereof is 
administered simultaneously with, separate from or prior to the administration of a 
noiadienerglcfepecHto serotonergic antidepressant (NaSSA) compound to augment the 
15 therapeutic efled or to provide a faster onset of the therapeuBc effect of said 
noradienerglc/specflic serotonergic antidepressant (NaSSA) compound, further 
characterized In that pipamperon Is to be adminlslered to a patient In a daily dose ranging 
between 5 and 15 mg of file active ingredient. 

20 36. Use of pipamperon or a phamtaceiiicany acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysiegulatlon of a non- 
cognitive mental disease or disorder selected iiom the group of diseases and disordeis 
consisting of mood disorders, anxiety disorders, adjustment disorders. allenBorHlefictt 
disorders, personality disorders, antisocial behavtour. bereavemert, occupatfenal 

25 problem, problems related to abuse or neglecl and pain disorder^ characterized in that 
pipamperon or said phanoaoeUHcalbr acceptable salt thereof is administered 
simultaneously witti. separate ftom or prior to the admlnfetratlon of a selective nor- 
adrenaline and dopamine le^jptate inhibitor (NDRI) compound to augment the 
therapeu&c effed or to provide a fester onset of the therapeuUe effect of said selective 

30 nomadrenaOne and dopamine re-uptake Inhibitor (NDRI) compound, further characterized 
m that pipamperon Is to be administered to a patient In a daily dose ranging between 5 
and 15 mg of the active ingredient 

37. Use of pipamperon or a phannaceuflcaHy acceptable salt thereof for the 
35 preparation of a medicament for treating the underiying emotion dysregulafion of a non- 
cognltlve mental disease or disorder selected from the group of diseases and disorders 
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consisting of mood disoiders, anxiety disorders, eating disorders, premenstmal syndrome, 
somatofbm) disoixlers (excluding pain disorders^ facBBous disorders, dissoci^e 
disorders, sexual and gender idertity disorders* adjustment disorders, impulse control 
disorders, personality disorders, antisocial Ijehavlour, bereavement, occupational 
problem, problems related to abuse or neglect and pain disorders charactoffeed In that 
pipamperon or said phannaceitlcally acceptable salt thereof Is administered 
simultaneously with, separate firom or prior to the admftilslratlon of a compound which is a 
reversible inhibitor of monoamine oxydase A (RIMA) to augment the therapeutic effect or 
to provide a fester onset of the therapeutic effect of said compound wWch Is a reversible 
inhlbitorof monoamine oxydase A (RIMA). liirther characterized In that pipamperon Is to 
be adntirtsteied to a patient in a daiy dose ranging between 5 and 15 mg of the active 



38. Use of pipamperon or a pharmaccUicaily acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysregulation of a non- 
cognitive mental disease or disorder selected from the group of diseases and disonlers 
consisting of mood disorders, anxiety disorders, psychotic disorders, somatofomn 
disorders (excluding pain disorders), factitious disorders, dissociative disorders, sleep 
disorders, adjustment disorders, impulse control disorders, pewaslve development 
disorders, disruptive behaviour disorders, sUbstance^elated disorders, personality 
disorders, psychological factors affiBcOng medfcai conditions, mafingedng, antisocial 
behaviour, bereavement occupational problem, IdentHy problem, probtems related to 
abuse or neglect, pain dlsoixler and delMum, characterized In that pipamperon or said 
phannaoeuacally acceptable satt thereof is administered sftnullaneously with, separ^e 
from or prior to the admlnfetrailon of a serotonln/dopamlne antegonist compound to 
augment the therapeutic effect ortoprovideaf&ster onset of the tiierapeutic effect of said 

serotonln/dopanine antegonist compound, further characterized In that pipamperon te to 
be adminlsterod to a patient in a daily dose ranging between 5 and 15 mg of the acUve 
ir^redlent 

39. Use of pipamperon or a phamiaceutically acceptaWe salt thereof for the 
preparation of a medicament for treating the underlying. emotion dysregulation of a non- 
cognitive mentel disease or disorder selected from the group of diseases and disorders 
consisting of mood disoiders, anxiety disorders, eating disorders, premenstmal syndrome, 
somatofonn disorders (excluding pain disorders^ factitious disorders. dIssodaHve 
disorders, sleep disorders, adjustmert disorders. Impulse control disorder^ subslanee- 
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related cBsonfere. personality disorders, anfisodal behaviour, bereavement, occupaUonal 
problem, problems related to abuse or neglect, pain disorders, deHrium, Alzheimer 
Disease, substance-related persisting demenBa, vascular demarlBa. demoitia due to HIV 
diseate. demenUa due to head trauma, demenBa due to ParWnson Disease. denwnBa 

5 due to Huntington Disease, demenfia due to Pick Disease, dementia due to Creutzfeldt- 
Jaoob Disease, amnestic disorders due to a general medlcaf condiHon, substance- 
induced perelsting amnestic disorder, mfld cognitive impairment disorder and other 
oognlHvo disordeia, chaiacterized in that pipamperon or said pharniaceuHcally acceptable 
salt thereof is adminlstBred simultaneously with, separate from or prior to ttie 

10 adminlstraUon of a selective serotonin and dopamine re-uptake inhibitor (SDRI) compound 
to augment the therapeutic effect or to provide a faster onse* of the ttter^eutic effect of 
said selective serotonin and dopamine re-uptake inhWtor (SDRI) compound, further 
ehaiBderized in that pipamperon Is to be adminbtered to a patient in a daily dose ranging 
between 5 and 15 mg of the acSve ingredlert 



15 



20 



40. Use of pipamperon or a phamiaceiilcally acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysregulafion of a non- 
oognlBve mental disease or disorder selected from the group of diseases and dIsoideiB 
consisfing of mood disorders, anxiety disorders, eating disorders, premensinial ayndiome. 
somatofomi dIsonJers (excluding pain dIsortereX fWlttous disorders, dissociative 
disorders, sexual and gender Idertily dborders, Sleep disorder^ acljustment disorders, 
impulse control disoiders. substemce^elated disorders, personality disorders, 
bereavement, occupational problem, problems related to abuse or neglect and pain 
disoiders, characterized In that pipamperon or said phamiaceutically acceptable salt 
25 thereof is administered simultaneously vwith. separata from or prior to the admlnlstrallon of 
a second messenger beta agonist compound to augment the IherapeuBc elfecl or to 
provide a fester onset of the IherapeuBc effiBCt of said second messenger bela agonist 
compound, ftirther characterized in that pipamperon Is to be administered to a patlert In a 
dally dose langbig betwveen 5 and 15mgof theacflve ingredtent 



30 



41. Use of pipamperon or a phamiaceUlcally acceptable salt thereof for the 
preparation of a medicament for treating the underiying emotion dysregulation of a non- 
cognfflve mental disease or disoider selected from the group of diseases and disorders 
consisting of mood disoiders. anxiety disoiders. eatbtg disorders, premenstrual ^rome. 
35 somafofoim disoideis (excluding pain disorders^ factifious disorders, dissoclailve 
disoiders. sleep disorders, adjuslmenl dborders.. impulse control disorder* attention- 
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deficit disorders, substance-related disorders, personality disorders, antisocial behaviour, 
bereavement, occupational problem, problems related to abuse or neglect ar^ pain 
disorders, characterized in that pfpamperon or said pharmaceiiically acceptable salt 
thereof is administered simultaneously with, separate from or prior to the administration of 
5 a selective serotonin, nor-adrenatine and dopamine re-uptal<e Inhibitor (SNDRi) 
compound to augment the therapeudc effect or to provide a faster onset of the theiapeulic 
effect of said selective serotonin, nor-adrenalne and dopamine re-uptake inNbltor 
{Sh4DRI) compound, further charactBrlzed In that pipamperon Is to be admlnlslsred to a 
patler4 In a daBy dose raiding between 5 and 15 mg of the acBve ingredient 

10 

42. Use off pipamperon or a pharmaceUdcaHy acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysiegulaiHon of a non- 
oogniQve mental disease or disoidw selected firom the group of diseases and disorders 
consisting of mood disorders, anxiety disorders, eaflng disorders, premenstmal syndrome, 

15 somatoform disorders (excluding pain disorders). facBtious disorders, dissoci^ve 
disorders, sleep disorders, adjustment disorders, impulse control disorders, attention- 
deficit disorders, substance-related disoniers, personality disorders, antisocial behaviour, 
bereavement, occupational problem, problems related to abuse or neglect and pain 
disorders, characterized In that pipamperon or said pharmaceiilcally acceptable salt 

20 thereof Is administered simultaneously with, separate from or prior to the admfinlslFatlon of 
a selecfive serotonin and nor-adienaline re-uplahe Ir*lbltDr(SNRI) compound to augment 
the therapeutic effect or to provide a faster onset of the theiapeiAIc effect of said selecBve 
serotonin and nor-adrenaDne re-uptake Inhibitor (SNRI) compound, further characterized 
In that pipamperon Is to be administered to a patient In a daHy dose ranging between 5 

25 and 15 mgoftheac^ Ingredient 

43. Use of pipamperon or a pharmaceutically acceptable salt thereof for the 
preparation of a medicament for treating the underiying emotion dysregulation of a non- 
cognitive mental disease or disorder selecled^from the group of diseases and disorders 

30 conslsfing of mood disorders. s mS aj / >M m Aan , eating disorders, premenstmal syndrome, 
somatofomi disorders (excluding pain disorders), factitious disorders, dissociative 
disorders, sleep disord e r s. aUJublrneH disord ers., impulse gonteol disorders,. substance- 
related disorders, personality disorders, antisocial behaviour, bereavement, occupational 
problem, problems related to abuse or neglect and pain disorders, characterized fri that 

35 pipamperon or said pharmaceUHcalV acceptable satt thereof Is admlnlslered 
simultaneously with, separate from or prior to the admlnlstrafion of a selecfive serotonin 
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re-uptake Inhibitor (SSRI) compound to augment the therapeitfc effect or to provide a 
faster onset of the therapeutic effect of said selective serotonin re-uptalte Inhibitor (SSRI) 
compound, further characterized In that plpampefon Is to be administered to a patient in a 
daily dose ranging between 5 and 15 mg of the active ingredient 

44. Use according to claim 1 or 2. vrfierein said <fisease or disorder is Alzheimer 
disease. 

45. Use of pipamperon or a pharmaceUticafly acceptable salt thareof for the 
preparation of a medicament for treating the underiylng emotion dysregulation of 
Alzheimer Disease, characterized In that pfpamperon or said phannnaceullcally acceptable 
saft thereof fa administered simultaneously with, separata from or prior to the 
admlntetration of a 5-HT1A (serotonin 1A receptor) agonist compound to augment the 
therapeutic effect or to provide a fester onset of the therapeutic effect of said 5-HT1 A 
(serotonin 1 A receftor) agonist compound, further characterked in that pipamperon is to 
be administered to a patient In a daily dose ranging between 5 and 15 mg of the acBve 
ingredient 

46. Use of pipamperon or a pharmaceUicaHy acceptable salt thereof for the 
preparation of a medicament for treaUng the underlying emotion dysregulation of 
Alzheimer Disease, characterized in that pipamperon or said phamiaceutlcaily acceptable 
salt thereof is admWstered slmuftaneously with, separata frwn or prior to the 
adniinistiation of a 5-HT6 antagoriist compound to augment the therapeutic effect or to 
provide afester onset of the therapeuBcelliBCl of said 64fre artagonlst compound, finther 
characterized in that pipamperon is to be administered to a patter* in a dally dose ranging 
between 5 and 15 mg of the active ingredient 

47. Use of pipamperon or a phannaceUicaliy acceptable salt thereof for the 
preparation of a medicament for treating the underiylng emotion dysregulafon of 
Alzheimer Disease, characterized in that pipamperon or said phannaceutlcaily acceptable 
salt thereof is admlnislBred simultaneously with, separate from or prior to the 
administration of an acetylcholinesterase inhibitor compound to.augmert the therapeutic 
effect or to provide a faster onset of the therapeutic effect of said aoetylchollnestBrase 
inhibitor compound further characterized in that pipamperon Is to be administered to a 
patient In a daily dose ranging between 5 and 15 mg of the acBve IngreiSent 
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48. Use of pparrqperon or a pharmaceuHrally acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysregulation of 
Alzheimer Disease, characterized in that pipamperon or said pharmaceutically acceptable 
salt thereof is administered simuttaneously mth, separate from or prior to the 
5 administration of an AMPA receptor m^fator compound to augment the therapeutic effect 
or to provide a faster onset of the therapeutic effect of said ^^A receptor mediator 
compound, further characteri^ in that pipamperon Is to be administered to a patieni in a 
daily dose ranging b€fyveen 5 and 15 mg of the active rngredient 

10 49. Use of pipamperon or a pharmaceuticaily accepteble salt thereof for the 
preparation of a medicament for treatirg tiie underlying emotion dysregulation of 
Aizhebner Disease, characterized in that pipamperon or said phamnaceuUcally acceptable 
salt themof is administered simultaneously with, separate from or prior to the 
administration of an amylokJ aggregation^nhibSor compound to augment the therapeutic 

15 effect or to provide a faster ons^ of the therapeutic effect of said amyloid aggregation- 
Inhibitor compound, further characterized in that pipamperon is to be administered to a 
patienS in a daily dose rangir^ between 5 and 15 mg of the active ingredient 

50. Use of pipamperon or a pharmaceuticaily acceptable salt thereof for the 
20 preparation of a medicament for treating the underiylng emotion dysregulafion of 

Alzheimer Disease, characterized in that pipamperon or said phaimaoeulically aoceptable 
salt thereof is administered simultaneously with, separate from or prior to the 
administration of a caldum channel modulator compound to augment ttie fiierapei^o 
effect or to provide a faster onset of the therapeutic effect of said caldum channel 
25 modulator compound, furtfier characterized In that pipamp^on is to be administered to a 
patient in a daily dose rangir^ fcietween 5 and 15 mg of the active lirtgiBdient. 

51. Use of pipamperon or a pharmaceiAlcally acoepteble salt thereof for the 
preparation of a medicament for tre^r^ ttie underlying emotion dysregulation of 

30 Alzheimer Disease* characterized in tliat pipamperon or said pharmaceuticaily acceptable 
salt thereof Is administered simultaneously with, separate from or prior to the 
administration of a choline uptake enhancer compound to augment the therapeutic effect 
or to provide a fester onset of the therapeutic effect of said diollne upteke enhancer 
compound, further characterized In th^ pipamperon is to be administered to a patieni in a 

35 daily dose ranging between 5 and 15 mg of the active ingredient 
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52. Use of pipamperon or a phanmaceuUcally acceptable saft thereof for the 
preparation of a medfcament for treating the underlying emotion dysregufation of 
Abzihelmer Disease, characterized in tiiat pipamperon or said phamiaceutlcally acceptable 
salt thereof Is administered simultaneously witii, separate from or prior to the 

S administration of a compound that activates ERK (extracellular signa^related kinase) to 
augment the therapeutic effect or to provide a faster onset of the therapeutic effect of said 
compound that activates ERK (extracellular slgnal^related Idnase), further characterized In 
that pipamperon is to be adntinlstered to a patient in a daily dose ranging betvtreen 5 and 
15 mg of the active ingredient 

10 

53. Use of pipamperon or a phanmaceuticaBy acceptable salt thereof for the 
preparation of a medicament for treating the underlying emotion dysregulation of 
Alzhetmer Disease, characterized in that ii^pamperon or said pharniaceifficaily acceptekUe 
salt thereof is administered slmtiSaneousIy virith, separate from or prior to the 

IS administration of a GABA agonist compound to augment the therapeutic effect or to 
provide a faster onset of the therapeutic effect of said GABA agonist compcamd. ftirther 
characterized rn that pipamperon is to be administered to a patient in a daily dose ranging 
between 5 and 15 mg of the active ingredient. 

20 54. Use of pipamperon or a phanmaoeutically acceptable saft thereof for the 
preparation of a medicament for treating the underling emotion dysregulation of 
Alzheimer Disease, characterized in that fHpampemn or said phamnaceilBcaKy acceptable 
salt therecf is ^administered simuftaneously witti, separate from or prior to* the 
admirristration of a histanrrirte H3-receptor antegonlst compound to augment the 

25 therapeiflc eftecA or to provide a faster onset of the therapeutic effiact of said histemlne 
H3-recepb>r antagonist compound^ further characterized in that pipamperon is to be 
admirvstered to a patient In a daily dose ranging between 5 and 15 mg of the active 
ingredient. 

30 55. Use of pipamperon or a pharmaceiiically accepteble salt thereof for the 
preparation of a medicament for treatlr^ the underlying emotion dysregulation of 
Alzheimer Disease, characterized In that pipamperon or said phanmaceutically accep^ble 
saft thereof is administered simultaneously witti, separate from or prior to the 
administration of a compound wfiich Increases insulin sensitivi^ to augment the 

35 therapeutic effect or to irovide a faster onset of the ttierapeutic effect of said compound 
which increases insulin sensifiviV. further characterized in that pipamperon is to be 
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admirastared to' a p^ert In a daily dose ranging between 5 and 15 mg of the active 
ingredient. 

56. Use of plpamperon or a pharmaceutically acceptable salt thereof for the 
5 preparation of a medicament for treaUng the underlying emotion dysregulaHon of 

Alzheimer Disease, characterized in that pipamperon or said pharmaceutically acceptable 
salt thereof Is administered simultaneously with, separate from or prior to the 
administration of a compound which mimics flie effect of nerve growth factor (NGF) to 
augment the therapeutic effect or to provide a fester onset of the therapeutic effect of said 
10 compound which mimics the effect of nerve growBi ffewtor (MGF), fiirtiier characterized in 
that pipamperon is to be admlnlslered to a patient in a dally dose ranging between 5 and 
1 5 mg of the active IngredienL 

57. Use of pipamperon or a phannaceuHcaBy acceptable salt ttweof for the 
15 preparation of a medicament for treating the underlying emotion dysregulatlon of 

Alzheimer Disease, characterized In tt»t pipamperon or said pharmaceutically acceptable 
salt ttiereof b administered simultaneously witti, separate from or prior to ttie 
administration of a muscarinic receptor partial agonist compound to augment the 
tiierapeufic effect or to provide a faster onset of tiie therapeutic effect off said muscarinic 
20 receptor partial agonist compound, fuitiier characterized In ttiat pipamperon Is to be 
administered to a patient in a dally dose ranging between 5 and 15 mg of tt» active 
ingrecUent 

58. Use of pipamperon or a phantiaceUBcaBy acceptable salt tiiereof for tt^e 
25 preparation of a medfcamenl for treafflr^g the underiying emotion dysregulation of 
Alzheimer Disease, characterized In ti»at pipampsion or said phamwceuBcally acceptable 
salt tiiereof is admlntelered simuitaneously wi«>. separate from or prior to IhB 
administration of a selective noradrenaline and dopamine le^jptake Inhibitor (NDRI) 
compound to augment flie tfierapeuBc effect or to provide a festeponset of the tiierapeutic 
30 effect of said selective nor-^drenafine and dopamine re-uptake Inhibitor (NDRI) 
compound further charwrterized in ttiat pipamperon Is to be admlnlstBred to a patient in a 
daily dose ranging.beiween.5 and.15 mg-of flie.active ingredient. . .. 

59. Use of pipamperon or a phannaceulloaily acceptabte salt tiiereof for ttie 
35 preparation of a medicament for treatir^ ttie underiying emotion dysregulation of 
Alzhebnef Disease, characterized in tiiat pipamperon or said pharmaceutically acceptable 
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salt thereof Is administered sfmuftaneously with, separate from nerve growth factor (N6F) 
gene therapy, to augment the therapeutic effect or to provide a faster onset of the 
therapeutic effect of said nerve growth factor (NGF) gene ttierapy, furfter characterized in 
that pipamperon is to be administered to a patient in a dally dose ranging between 5 and 
1 5 mg of the acGve ingredient 

60* Use of pipamperon or a pharmaceUHcalfy acceptable salt thereof for the 
preparation of a medfcament for treating the underlying emotion dj^raguiafion of 
Atzhefrner Disease, characterized In that plpamp^n or said pharmaceufically acceptable 
salt thereof is administered simuKaneously wittt, separate from or prior to ti>e 
administration of a nicoSnIc receptor agonist oom|X)und to augment the therapeutic effect 
or to provide a fester ons^ of the therapeutic effect of said nicotinic receptor agonist 
compound, further characterized in that pipamperon is to be administered to a patiert in a 
daily dose ranging between 5 and 1 5 mg of the active ingrecRent 

61 • Use of pipamperon or a pharmacettlcally acceptable salt thereof for the 
preparation of a medicament for treaUng the underiying emotion dysregulation of 
Alzhehier Disease, characterized In that pipamperon or said phamiaceuBcally acceptable 
salt thereof Is administered simultaneously vrffii, separate from or prior to the 
administration of an N-Methyl-D-aspartate (NI\4DA) antagonist compound to augment the 
therapeuflc effect or to provide a fastw onset of tfie therapeutic effect of said hi-Methyl*D* 
aspartate (NMDA) antagonist compound, further diaraderized in that pipamperon is to be 
administered to a patient In a daily dose ranging between 5 and 15 mg of the active 
ingredient 

62- Use of pipamperon or a jrtiarmaceUlicalty acceptable salt thereof for ihe 
preparation of a medtoament for treating the underlying emotion dysregulation of 
Alzheftner Disease, characterized in that pipamperon or said pharmaceuHcally acceptable 
salt thereof Is administered simultaneously with, separate from or prior to the 
admirdstration of a non-steroidal antWnfiammatory daig to augment the therapeutic effedt 
or to provide a fester onset of the therapeutic effect of said a non-steroidal anti- 
inflammatory, drug, further characterized In that pipamperon Is to be administered to a 
patient in a daily dose ranging between 5 and 15 mg of the active ingredtent 

63» Use of pipamperon or a pharmaceUBcaily acceptable salt thereof for the 
proparation of a medicament for treating the underlying emotion dysregulation of 
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Alzheimer Disease, characterized in that pipamperon or said pharmaceuBcally acceptable 
salt thereof Is administered simultaneously with, separate from or prior to the 
administration of a phosphodiesterase-* (PDE4) inhibitor compound to augment the 
therapeuUc effect or to provide a faster onset of the therapeUic effect of said 
5 phosphodiesterase^ (PDE4) inhibitor compound, further characterized in that pipamperor* 
Is to be administered to a patient in a daily dose ranging between 5 and 15 mg of the 
active ingredient 

64. Use of pipamperon or a phannaceiilcaBy acceptable salt thereof for the 
10 preparation of a medicamenl for treafing the underiylng emotion dysregulaflon of 

Alzheftner Disease, characterized In that pipamperon or said pharniaceiiically acceptable 
salt thereof is admlritetered simuteneously with, separate from or prior to the 
administration of a peptldic compound to augment the therapeutfo effect or to provide a 
faster onset of the therapeutic effect of said peptldic compound, further characterized in 
15 that pipamperon Is to be admlNsterad to a patient In a dally dose ranging between 5 and 
1 5 mg of the active Ingredient 

65. Use of pipamperon or a phamnaceiiically acceptable salt thereof for the 
preparaBon of a medicament for treating the underiylng emotion dysregulaflon of 

20 Alzheimer Disease, characterized In that pipamperon or said phaimaoeuBcally acceptable 
salt thereof is administered simuteneously with, separate fiwn or prior to the 
administration of a compound which protects dopamlneiglc and chormergic neurons to 
augment the therapeutic effect or to provide a faster onset of the therapeutic effect of said 
compound which protects dopamlnefgic and cholinergic neuron* further characterized m 

25 that pipamperon Is to be administered to a patient In a daBy dose ranging between 5 and 
15 mg of the acSve ingredient 

66. Use of pipamperon or a phannaceUHcaBy acceptable salt thereof for the 
preparation of a medicament for treatir^the underlying emotion dysregulatlon of 

30 Alzhefcner Disease, characterized irMtptpamperon or said phamwceuHcally acceptable 
satt thereof is administered simultaneously with, separate from or prior to the 
administration of a selec Uvese i ulunIn and dopamine reuptake Inhibitor (SDRl) compound 
to augment the therapeutic effect or to provide a faster onset of the therapeutic effect of 
said selective serotonin and dopamine reuptake Inhibitor (SDRl) compound, further 

35 characterized In that pipamperon Is to be administered to a patient m a daBy dose ranging 
between 5 and 15 mg of the adfve Ingredient 
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67. Use of pipamperon or a pharmaceitlcally acceptable saft thereof for the 
preparation of a medicament for treating the underlying emotion dysregulation of 
Alzhe&ner Disease, characterized in that pipamperon or said phatmaceulically acceptable 

5 salt thereof is administered simultaneously with, separate from or prior to the 
administration of a selective serotonin and dopamine reuptake Inhibtor (SDRI) compound 
to augment the therapeutic effect or to provide a faster onset of the therapeutic effect of 
said selective serotonin and dopamine reuptake Inhibitor (SDRI) compound, further 
characterized In that pipamperon Is to be administered to a patlert In a dally dose ranging 

10 between 5 and 15 mg of the active Ingrediert. 

68. Us© of pipamperon or a phamtiaoeUtlcally acceptable saft thereof for the 
preparation of a medicament for treating the underlying emotion dysregulation of 
Alzheimer Disease, characterized in that pipamperon or said pharmaoeuBcally acceptable 

15 salt thereof Is administered simultaneously with, separate from or prior to the 
administration of a selective serotonin, nor-adrenallne and dopamine re-uptake Inhibitor 
(SNDRI) compound to augment the therapeutic effect or to provide a faster onset of the 
therapeutic effect of said selective serotonin, nor-adrenallne and dopamine re-uptake 
Inhibitor (SNDRI) compound, further characterized In that pipamperon Is to be 

20 administered to a patient in a daily dose ranging between 5 and 15 mg of the active 
ingredient. 

69. Use of pipamperon or a pharmaoeulically acceptable salt thereof for the 
preparation of a medkamentfbr treating the undeitying emotion dysregulation of a noiv 

25 cognitive mental disease or dlsorctersetededftom the group of diseases and dl^ 

consisting of mood disoidere, anxiety disordere. eating disorders, premenstrual syndrome, 
somatofomt disoiders (excluding pain dIsordersX factitious disorders, dissociative 
dIsoRteis, sexual and gender Identity disorders, sleep disordeis. adjustment disorders, 
impulse control disorders, substance related disordere. personality disordere. 

30 bereavement, occupational problem and problems related to abuse or neglect 
characterized In that pipamperon or said phamiaceutlcally acoeptabte salt thereof Is 
administered simultaneously with, separate from or prior to the administration of a CRF1 
antagonisl compound to augment the therapeutic effect or to provide a fester onset off the 
therapeutic effect of said CRFi antagonist compound further characterized In that 

35 pipamperon Is to be adminislered to a palienl In a dally dose ranging between 5 and 15 
mg of the active Ingrediert 
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70. Use of pipamperon or a phaimaceificaOy acceptable satt thereof for the 
preparation of a medicament for treating the unda-Iying emotion dysregulaUon of a non* 

5 cognitive mental disease or disorder selected from flie group of diseases and disordeis 
consisting of mood disoiderSt anxiety disorders, eating disorders, premenstrual syndrome, 
somatofbnn disoniers (excluding pain disorders^ facttOous disorders, dissodatlve 
disoreters, sexual and gender identity disorders, sleep disorders^ adjustment disorders, 
impulse control disofders, substance-related disorders, personaTity disorders, 
.10 bereavement, occupational problem arKl problems related to abuse or neglect 
characterized in that pipamperon or said pharmaceutically acceptable salt thereof is 
administered simultaneously separate from or prior to the administration of a GR 
antagonist compound to augment the therapeutic effect or to provide a faster onset of the 
therapeutic effect of said GR antagonist ccmpound, further characterized in that 
15 pipamperon is to be administered to a patient in a dsdiy dose ranging between 5 and 15 
mg of the active ingredient 

71. Use of pipamperon or a pharmaceutically acceptable salt tiiereof for the 
preparation of a medicament for treatir^ the underlying emotion dysregulation of a norv 

20 cognitive mental disease or dlsoider setected from the group of cffiseases and disordeis 
consisting of mood disorders, anxiety disorders, eating disorders, premenstrual syndrmie, 
somatofonn disorders (excluding pain disordersX factitious disorders, dissociative 
disorders, sexual and gender identity disorders, sleep disorders, adjustment disorders, 
impulse control disorders, substance-related disorders, personalis disorders, 

25 bereavement, occupational problem and problems related to abuse or neglect, 
characterized In that pipamperon or said phamnaceutically acceptable salt thereof is 
administered simultaneously with, separate from or prior to tiie administration of a 
melatonin receptor (MT) agonist compound to augment the therapeutic effect or to provide 
a faster onset of the therapeutic effect of said mefetonin receptor (MT) agonist compound, 

30 further characterized In that pipamperon Is to l>e adm^isteredto a patient In a daily dose 
ranging between 5 and 15 mg of the active Ingredient 

72. Use of pipanq^eron or a pharmaceutlcafly acceptat>le salt thereof for tfie 
preparation of a medicament for treating fhie urderlying emotion dysregulation of a norv 

35 cognitive mental disease or disorder selected finom tiie group of diseases and disordeis 
consisting of mood dteorders, anxiety disorders, psychotic disorders, somatoform 
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disorders (excluding pain disorders), factitious disorders, dissociative disorders, sleep 
disorders, adjusfmerrt disorders, Impulse control disorders, pervasive development 
disorders, disruptive behaviour disorder^ substance-related disorders, personality 
disorders, psychological fectors affecting medical conditions, malingering, antisocial 
5 behaviour, bereavement, occupational problem. Identity problem and pn*lems related to 
abuse or neglect characterized in that pipamperdn or said pharmaceutical!/ acceptable 
salt thereof is administered simultaneously vwth, separate from or prior to the 
administration of a neurotensin receptor antagonist compound to augment the therapeutic 
effect or to provide a faster ons^ of the therapeutic effect of said neurotensin receptor 
10 antagontet compoimd, farther diaracterized In that pipamperon Is to be admlrd^tered to a 
patlert in a dal|y dose ranging between 5 and 15 mg of the aoHve ir^redient 

73. Use of plf^mperon or a pharmaceiilcaPy acceptable salt thereof for the 
proration of a medicament for treating the underfying emotion dysregulatlon of a non- 

15 cognitive merAal disease or disorder selected from flie group of diseases and disorders 
consisting of mood disorders, anxiety disoniers, eating disorders, premenstrual syndrome, 
somatofonm dIsonJers (excluding pain disorders^ facAitious disorders, dissociative 
disorders, sexual and gender identity disorders^ steep disorders, adjustment disorders, 
impulse control disorders, substance-related disorders, personailty disorders, 

20 bereavement, occupational problem and problems related to abuse or neglect 
characteri2^ in tfiat pipamperon or said phamnaceutteait/ acceptable salt thereof Is 
administered simultaneously with, separate from or prior to the admlni^ratton of a 
neurokbiln 2 receptor (NK2) antagonist compound to atjgment the therapeutic effetit or to 
provide a faster onset of the therapeutic effect of said neurokinin 2 receptor (NK2) 

25 antagonist compound^ further characterized In that pipamparon to be administered to a 
patierft in a daily dose ranging between 5 and 15 mg ofttie active ingredient 

74. Use of pipamperon or a phannaceitically acceptable salt ttiereof for the 
preparation of a n^edicament for freating the underlying emotion dysregulation of a non- 
30 cognitive mental disease or disorder selected fix>m the group of diseases and disorders 

consisting of mood disorders, anxiety disorders, psychotic disorders, somatofonn 
disoiders (^eluding pabi disorders), factitious disorders, dissociative .dlsoixiers, sleep 
disorders, adjustment disorders, impulse control disorders, pervasive development 
disorders, disruptive behaviour disorders, sid>steuice-felated disorders, personality 
35 disorders, psychological factors affecting medical conditions, malingering, antisocial 
behaviour, bereavement occupational problem. Identic problem and problems related to 
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abuse or neglect characterized in that plpamperon or said pharmaceuUcall/ acceptable 
salt thereof rs administered slmultanaously with, separate from or prior to the 
administration of a neurokinin 3 receptor (NK3) antagonist compound to augment the 
therapeutic effect or to provide a faster onset of the therapeutic effect of safd neurokinin 3 
5 receptor (NK3) antagonist compound, firther characterized In that pipamperon is to be 
administered to a patient In a daily dose ranging between 5 and 15 mg of the active 
ingredient 

75. Use of pipamperon or a phamiaceUicaUy acceptable salt tiiereof for the 
10 preparation of a medicament for liealfr^ the undertying emotion dysregulation of a non- 

cc^nitive menteil disease or disordler selected from the group of diseases and disorders 
consisting of mood disorders, anxiety disorders, eating disorders, premenstrual ^drome, 
somatofonm disorders (exdudktg pain disorders), fiacUttous disorders, dissocl^e 
disorders, sexual and gender klentity disorders, adjustment disorders, impulse control 

IS disorders, personalis disorders, bereav^ent occupational probtem and problems 
related to abuse or neglect, characterized In that pipamperon or said pharmac^caliy 
acceptable satt ttiereof is administered simultaneously with, separate from or prior to the 
administratton of a peptidic compound to augment the therapeutic effect or to provide a 
^ster onset of the tiierapeuflc effect of said peptidic compound, further characterized in 

20 that pipamperon Is to be administered to a patient In a daily dose ranging between 5 and 
15 mg of the active ingredient 

76. Use of pipamperon or a phamiaceUicaQy acceptable salt tiiereof for the 
preparation of a medicament for treating the underling emotion dysregulation of a rK>n- 

25 cognitive mental disease or disorder selected from the group of dtsea^es and disorders 
consisting of mood disorders, anxiety disorders, eating disorders, premenstrual syndrome, 
son^taform disorders (excluding pain disordersX factitious disorders, dlssociabVo 
disorders, sexual and gender identity dteordersi sleep disordeis» acQustment disorders, 
impulse control disorders, substance-related disorders, personality disorders, 

30 i>ereavemeni, occupational problem and pmblems refated to abuse or neglect 
characterized In that p^amperon or said phamiaceuticaliy acceptable salt thereof is 
administered simultaneously vA\hf separate from or prior, .to the administration of a 
substance P receptor (NK1) antagonist compound to augment the therapeutic effect or to 
provide a faster onset of the therapeutic effect of said substance P receptor (NK1) 

35 antegonist compound, further characterized in that pipamperon Is to be administered to a 
patient in a daily dose ranging between 5 and 15 mg of the active ingredient 
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77. Use of pipamperon or a pharmaceUHcaOy acceptable saft thereof for the 
preparation of a medicament for treating tfie underlying emotion dysregulation of a non- 
cognitive mental disease or disorder selected from Ihe group of diseases and disordeis 

5 consisting of mood disoid^, anxiety disorderSt eating disorderSi premenstrual syndrome* 
somatofonn disorders (excluding pain disoidersX factitious disordm, dissoci^ve 
disorders, sexual and gender iden% disorders, sleep disorders^ adjustment disorders* 
impulse control disorders, substance-related disorders, personality disorders, 
bereavement, occupational problem and problems related to abuse or neglect 

10 characterized in that pipampenm or said pharmaceutlcalV acceptable salt thereof is 
administered simultaneously wtth, separate from or prior to the administration of a 
tachykinin antagonist compound to augment ttie therapeutic effect or to provide a faster 
onset of the therapeufic effect of said tadiyklnin antagonist compound, further 
characterized In that pipamperon Is to be administered to a patient in a dally dose ranging 

IS betuveen 5 and 1 5 mg of tiie active ingredient, 

78, Use according to any of claims 1 to 4 or 7, wher^n said second compound Is 
gepirone. 

20 79. A method for preparing a compound having a selective D4 and 5-HT2A antagonist, 
reverse agonist or partial agonist activity comprising the folloviring steps: (a) measuring the 
setecttve affinity of a test compound to the D4 receptor and selecting a compound that has 
a pKl value equal to or greater than 8 towards the D4 receptor in respect to all the otiier D 
receptws, and measuring the selective efficacy of ttie selected compound to the D4 

25 receptor and selecting a compounds which is a selective antagonist. Inverse agonist or 
partial agonist of the D4 receptor (b) measuring the selective affinity of a test compound 
to the 5-HT2A receptor and selecting a compound tiiat has a pKI value equal to or greater 

tiian 8 towarts the 5-HT2A receptor In respect to all the otiier 5HT receptors, and 
measuring the selective efBcacy of ttie selected compound to ttie 5-HT2A receptor and 
30 selecting a compounds which Is a selecBve antagonist, inverse agonist or partial agonist 
of the 5-HT2A receptor; (c) Identilyfng a compound which is selected In (a) and <b), (d) 
preparing the compound Identified In (c). .... 

80. Compound prepared by the meUiod of daim 79. 

35 
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81. Use according to any of claims 1, 2 or 7, wherein said second compound is 
chosen fironn the gioup consisting of fluvoxamlne controlled release, phenserlne tartrate, 
atomoxetlne hydrochloride, bupropion (controlled-release formulation), roplnnrole HCL 
(confrolled-release formulation), INN 00835. galantamine (extended release formulationX 
S pallperidone, tomoxetine, aprepltant, rivastlgmine tartrate, ORG 3451 7/34850, sunepHron, 
sumanlrofe, milnadpran, idazoxan. xaBproden. SR 58611, befloxatone, litoxetine, 
tianepline, agomelatlne, SPD 503» flesinoxaa bifeprunox, rameltem, etilevodopa, 
rasagQihe (TVP-1012)and desvenlafaxine. 

10 82* Use according to any of claims 1, 2 or 7» wherein said second compourKf Is 
chosen from the group consisting of galantamine (extended release foimulationX 
R121919. risperidone, paliperidone andR228060 (YKP-10A). 
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1. Title of Invention 

USE OF D4 AND 5-HT2A ANTAGONISTS, INVERSE AGONISTS OR PAItTIAL 

AGONISTS 

2. Detailed Description of Invention 

Field of the invenaon 

The invention relates to ti^e field of neuropsychiatry. More specifically, ttte Invention 
5 relates to the use of compounds, wtilch have D4 and 5-HT2A antagonist. Inverse agonist 
or partial agonist acliviV. tbrttie preparation of medicaments. 

Bactoiround of the Invention 

ConventionaBy. mental disorders are divided into types based on crtteila sets vMi defining 
features. DSM-IV (AmerlGan PsychlatiG Assodalion, (1993 - ISBN 0 - 89042 - 061 - 0^ 

10 i« »r> «hft art uuftlUcnflimn nnlden standard of such a categorical dassWcatloa In DSM- 
IV, there Is no assumpSon that eadi category of mental disorder is a completely discrete 
enffly with absolute boundaries cflvldlng it from other mental disorders or from no mental 
disorder. There is also no assumpfion that ail incfivlduals described as having the same 
mental cfisordereve edike in an bnportantvws^ Intfivlduals sharing a diagnosis are likely to 

15 be heterogeneous even In regard to the defining features of the diagno^. Thus, the 
categorical defined mmtal disorders as mood and anxfe^ disorders are having an 
external and even Internal variable conncldence of symptoms concerning e.g. mood, 
arodety, percepfion. feeding, somaUc sensafions. sexual ftinctons, sleep, cognBive 
functioning. Impulse control, attentfon, substance use. personally, bereavement. Identity, 

20 piiase of iffe. abuse or neglect and other aspects of behavior. 

In a dimensional avstem. clinical presentations are classified based on quanfiflcation of 
attributes l.e. dysfunctions rather Hian the assignment to categories and worlcs best In 
describir^ phenomena that are dlstfibuted continuously and that do not have dear 
t>oundarie8. 

25 Emotion dysregtlaBon is Icnown as such an altribufion or dysfunction that plays an 
important role In the development and course of mental disorders (Gross, J. J. & Munoz, 
R F., 199S, Emotfon regulation snd mental heaim. ainlcal Psychology: Sdence and 
Practice, 2, 161-164; Menritn, D.S., Heimberg, R. <3.. Turk, C. L & Fresco, D. M., 2002, 
Appfybig an emotion regiiation iramevmk to integraOve approaches to generalized 

30 anxiety disorder, Clinic^ Psychology: Scienoe and Practice, 9, 85>9Qr Unehan, M. M., 
1993, CogniOve-behavicr^ treatment of bordernne personality disorder. New York, The 
Guilford Press; Gratz, K. L, Roemer, L, 2001 & 2004, MtMBmensional assessment of 
wmOon r^iMation and d^eguia^:dev^oprrmnt, factor stwclue, and MIM vaOdaUdn 
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of Ote DmculBes In Emt^'on RegulaHcm Scale, Annual meeting of the Association fer 
Advancmient of Behavior Therapy, Nov. 2001 & Journal of Psydiof>athobgy and 
Behavforal Assessment, Vol. 26, No. 1, March 2004) besfdes behavioural and cognitive 
dysfunctions. D4 dopamine receptors {D4DR), abDOSt exclusively present In the 

5 mesocoitioat and mesolimbic systems (CyMatley, /C L, Harmon, S., Tang, L, Todd, ft D., 
The rat dopemlne 04 receptor: sequence^ gene structtffe, and demomtraftm of 
egression In the cardtovascular system. New BloL, 4, 137-46, 1992), are In the art kno>AAi 
as modulators of emotion and cognition. 04DR agonistic adivi^ gives a behavioural 
sensitisaflon; D4DR antagonistic acBvity leads to an amofion modulation fSvanssor^ T H., 

10 Math6, A A, Monoamfnerglc Transmitter Sy^ems, Biological Psychiatry (eds. DTIaenen, 
H., et ah), 45-66, 200Z John Wiley & Sons, Ltd). Data demonstrate that agontem of 
the dopamine 04 receptors play an important roie in tt\e Induction of behavioral 
sensitization to ampheftamlne and accompanying adaptations in pre- and postsynaptic 
neural systems associated with the mesoiimbocortfcai dopamine projections (ZX L. 

15 Feldpausch et el; The Journal of Phannacology and Experimental TherepeuOcs Vol. 286, 
Issue f, 497-508, July 1998). 

Results suggest that the antagmisms of cortical D2 dopamine reoeptars are a common 
target of tiaditionai and a^lcai anSpsychotics lor therapeutic actkin. l-i^her in vA/o 

20 binding to the D2 receptors in the cortex than in the basal ganglia is suggested as an 
Indicator of fevorable profile for a putative antipsychotic compound {X. )aberas and J.L, 
Marttno^ The British Journal of Psychiatiy (2001) 179: 503-506). ResuSs show that 
dopamine D4 receptor antagonism in the brain does not result In the same neurochemical 
consequences (Increased dopamine metal^oilsm or hyperp-olacfineirta) obs^ed with 

25 typical neuixiteptics ($/nAa Pate/ ef a.. The Journal of Ph&n^crOogy and Experiment 
Therapeuttcs Vol. 283, Issue 2, 63&647,1997). The selective D4 dopamine peoeptor 
antagonist L-745,870 ineffecSve as an antipsychoBc for the treatment of neurofepttc 
responsive patients with acute sdilzophren^ (Kram&r, M.Ss et a/., Arch. 6en, Psychls^y 
1997 Deo: 64(12):1080). 

30 Ftnait/, In th e blolooimi system, mental dlsdrders are defined on other levels of 
abstracflon than In the categorical and dmenslonal system. Structural pathology (e.g. 
amytoid plaques in Alzheimer Disease), etiology (e.g. HIV Dementia) and deviance from a 
physiological nomn (e.g. reduced cerebral Wood flow) are often used as indicative 
biological marters for a mental disorder. The underljnng dysregutatton of various 

35 neurotransnftlor systems (glutaminetglCp GABAerglCi choHherglc, monoamlner^c (nor- 
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adrenergic, dopaminergic, serotonergic), etc.) is the in the art used model for the 
explanation of the biological detennlnants of the clinical presentation of mental 
disturbances. It is known that the Serotonin 2A Receptor (5W2A (eceptor) - which is 
widespread In the Central Nen^ous System (CNS) - has a regulating role on the 
; dysregulatlon of various neuro-transmKor systems. 5+IT2A agonism gives several 
behavioural disturbances; 5+rr2A antagonism leads to a governance of mood, social 
behaviour, anxiety, cognitive function, stress, sleep functions, nociception, sexual 
functions, fteeding and other aspects of behaviour (J.E. teysen (2m S4tT2 Receptors; 
Current Drug Targets - CNS & Neurtjiogfcal Disorders. 2004, 3. 11-26). 

0 

Dysregulatlon of the HPA axis (hypothalamic - pituBary - adrenal a)ds) has frequently been 
reported In patients with psychiatric disorders, and Is among the most robustly 
demonstrated neuiobiologibal changes among psychiatric patients (DA. Gutman and CS, 
Nemeroff. NeuroendocrMogy. Biologic P^chialry (eds. D'Haenen.H., etal). 99, 200Z 
.5 John mey & Sons, Ud). The resulting elevated plasma Cortisol concentrations leads to 
an enhanced binding of serotonlnfbrthe 5.HT2A receptor (E. A Young. Mineraiocorticoid 
ReoeptorFuncSonmMaiorDepresslon,A,x^ GenPsyctuatry,Jan 2003; 60: 24-28) and 
thus agonism. 

Additionally 5^2A antagonism gives a de^nhlblting of the inhibitory effect of me 5- 
20 HT2A receplor on (I) the 5^<riA receptor stimulation by serctonin (S. M. Stahl. Newer 
Antidepressants and Mood StabBizers, Esseriial Psychophermacology, 265 , Univers^ 
Press- 2 edition (June 15, 2000); iSBN: 0521646154) and on (H) the dopamine release In 
' the mUocortical systems (S. M StaN, aassical Antidepressants, Serein SeleoB^ and 
Noradrenergic Reuptal^ inhibSors, Essential Psychoph^macology, 233 , Unfversily 
25 Press; 2 edition (June IS. 2000); ISBN: 0521646154). 

CUnlcalor real effectiveness of psychopham^a Is very rare via common Poopir^^ut; marry 
tiBatmem-refracAory patients and up to half Of paaentsfail to ailalnremlssi^^ 
EssentiaiPsyct^opharmacology.DepressionandBipolarDiso^. 151, Unl.ers.fy Press^ 
2 edition (Jane 15, 2000); ISBN: 0521646154) . Impficatlons of not attaining remission for 
30' IWental Disorders are increased relapse rates, continuing ftincBonal hnpalnnent and 
mcreased suicide rate (S. M. Stahl, Essential Psychopt,smacolcgy, D^^^" 
Bipolar Disorders, 152 . Ur^ Press; 2 edition (June 15, 2000); ISBN: 0521646154) 
Clinical causes of not attaining remission by the Cunenl Psychopharniacologrcal 
compounds are Inadequate early treatment underlying emotion dysregulatlon (affecting 
35 instabili^ - hypersensHivlty - hyperaeslhesla - dissodaUve phenomena, etc) and 
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compe«ive antagonism. There Is thus a growing need for a more efficient therapy and 
moiB efficient, selective and efficacious medlcamenis for treating mental disorders. 



Summary r ^iha invention 

The present invention relates to the use of compounds and pharniaceuBcal compositions 
having D4 and 5.1^2A antagonistic, partial agonistic or inverse agonfetic adivilyforttie 
treatment of the underlying emotion dysregulaflon of mental disorders (e.g affe<*ng 
ir^tability - hypeisensitivity - hyperaesthesia - dissociative phenomena - eto.) and to 
methods entaifing administering to a patient diagnosed as having a mental dteorder a 
PharniaceuBcal composition contaWng (1) compounds having speolfio high se^ecUve D4 
L 5.HT2A antagonisuc. partial agonistic or inverse agonisac acHvl^and (.1) a kno«n 
medicine compound and/or comp«itions of compounds. The 

antagonfetic. partial agonl^o or inverse agonlsllc effects may reside wrthin the same 
chemical or biological compound. 

Taken Irto aocourt ab<« n»nllon=d (0 r« dlnioal or rfl»c»«ne» ..^ 
topics (infte90v«nanco<««»fcakrB.andd,rti««onsre^^ 

^^Z^ ^ receptoron a) he 

!^n^of^m««c».«*«c,»atin9adteea»o,<iteo^rwimanu^^ 

.:.a»o»*«, U, ^ aaia compound Has 0) a ^ 
^r!L~.^ (D4> receiior wHh a pKi value equal to or higher than 8 toward, the D4 
^^'t: ^*r:towardae;arl>.pa„.n.«oepto.s.«x.<«a^^ 
I tHT2A «»eptor a PK. .alue equal to « higher *an 8 *e WiRA 

^ and less man 8 o«« «^T «c,pto« and «h«^«|^ 
^wste-ed to a parent m a d.» .anglnB bet««. S and IS Of*. «*« 

Preferably, said compoutd is pipamperon. 

,„apre*™dembodknentU,amonothe,ape-leoonl«*ftei™»n«pn«la|»to^^ 

lcon,poundaedeflnedab«ve.p,.fe.ai^P«l»-P«™X*"<«>>-*«»"^^ 
^Tdlseaae or d.so«.« select *e compd-n, anxWy dj«,da,^ 
^dlsorde.. pren^n-n-l ayndn^ne. «n«.c*«, -"-^^r^- *^ 
aisel.«ve dlsonie», sexual and send* lden«y dls«*». deep dl«»de,.. a^ustmen. 
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disoniers. cognitive disorders, impulse control disorders, pervasive development 
attenHon-deflcit and disruptive behaviour disorders, substance-related disorder^ 
personality disorders, psychological factors affecting medical conditions, malingering. 
anHsodal behaviour, bereavement, occupalional. Identity, phase of life, academic 
problem, problems related to abuse or neglect 

According to a further embodiment the invention relates to the use of a first compound as 
defined above for the preparaUon of a medicament for treating a mental disease or 
disorder with an underlying emotion dysregulation whereby a second compound is 
administered simultaneously with, separate from or sequential to said first compound to 
augment the therapeutic effect of said second compound on said disease, or to provide a 
faster onset of the therapeutic effect of said second compound on said disease. 
The mental diseases or disorders characterized by an undertying emotion dysregulation 
can be grouped Into subclasses as follows: (I) non-cognitive mental disorders compnslng 
mood disorders, anxiety disorders, p^chotlc disorders, eating disorders, premenstrual 
syndrome, somatofomi disorders (excluding pain disorders), factitious disorders 
dissociative disorders, sexual and gender Identic disorders, sleep <»««°«'«'«' 
disorders, impulse control disorders, penrasive development disorders. attenlionKlefi^ 
disorders. disrupUve behaviour dlsorter* subsfano^Iated disorders. per^nalHy 
disorders, psychological factors affecting medical conditions, malingering antlsoaal 
behaviour, bereavement, occupalional problems. Identity problem, phase of I.fe problem, 
academic probl«n and pn>blems related to abuse or neglect; (II) cognitive diseases 
comprising deWum. Alzheimer Dteease. substanc^related persisting 
dementia, dementia due to HIV disease, dementia due to head trauma, ^e-er^a due to 
Paridnson Disease, dementia due to Hur^ngton Disease, dementia due to Pick Disease 
dementia due to Creutzfeldt-Jacob Disease, amnestic disoniers due to a general med.<«^ 
Z^Z. substance-lnduced persistng amnesic disonier. mild cognlfive rmpalmrent 
disorder, other cognitive disorders; (Hi) pain disorders; and(lv) Parkinson Disease. 
,n a prel^d embodiment, the first compound Is administered daiV at least one day 
before administBring said second compound 
) pr^i,. said second compound is characterized by the physiological property of 
inlluendng positively the activity of the Central Newous System. 
The invention also relates to a method for preparing a compound having a selective D4 
and 5^ antagonist, reverse agonist or partial agonist acfivHy comprising the foUowlng 
Steps: (a) meas^ng the seledive affinity of a test compound to the D4 receptor and 



mi£#2 005-3000032 



10 



2 0 0 4-349085 



: 6/ 



6 



seteCng « compound that has a pKI «lue equal ,o or g«a»r *an « to«a«b *e D4 

«cepto m «spaotto all the other D .Bceptom. and measurng the selecthe 

Steeled compound to the 04 raceptor and setectlng a oompou«l whloh la a select* 

antagonist Inve,^ agonist or partiat agonist of the 04 rece^ (b) 

selective aHlnity of a test compound to the 64fl2A tacaptor and setecUng a compo,^^ 

tha, has a pKl value equal to or gmater than 8 Bwart. *e 541T^ ''"^T.Til^ 

an the other SHT receplo.^. and measuHng »e »!a«*« aHlcacy of the 8ete<»d 

compound to S«T2A rece;*or and «lec«n9 a compound Which ^ 

antagonist ,nve«e agonist or part- agonist M «« .^HTZA '««^- <=)^^"« ' 

compound v*ich is selected in (a) and (b). (d) pMpartns the compourrf klenllSed in (c). 

The lroenllon)u.theralsorelate8toacompoundp™pamdb,.hade«»lbed method. 



FbAftfliiiied descriB y<aon of thft irevettBoira 

The ptesem invents surpdsl,^ fe-nd that cooH-und. have a high 

al«ntt, to,«.d. th. dopamine (04) -ecaptor «x« an lmp™»d olfec. in 
undeilylnsemollondyaregulatlonof mental dlsoidera. 

The compounds aocorilng io the Inven** may b. ohemk»l or biological In nature^ 
™; ^ Lnloally synths-sed. P,-«.b,y. «« c»np«««b 0. 

20 asaphannaeeutloallyaeceplabteaalt. 

one example of 8u* a compound v**h ha. both a eeleotl.. aBWy fcr the IW^ 
^Z^mapKl value e,ual,».rh.,h.rthen»to»anl..h.Mm^«ep.or»^^^ 
Z e to»a«te o«« SHT r«»p.«* and a e-edlv. rtlMty for the D4 r^^ 
X. CT*. or higher than , t»w«d. *. D4 ««P.- and less than 8 <»-^ 

« ^!llrecep.o»l.plpan^-on.Hp«np««lsthacom«rtlonaln«^^ 

^Ip.^ .teo«» active ln9.««8at offer m^nce the commardaOy avatlable 
Dtplperon (Janssen, Olag B,V). 

Further, th. present inventom «un«<*HHy feund that the dosage of aclt« lnB«^^ 

dosage, wf-ch. acco^S^ .o «» inventon. hav. been shown tohee«^f^ 
treating .l«.a m««l disotd-s. »h9e bel«*«n S and 1 S mg per day or between S and « 
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mg per day. More preferabty. dosages of 5. 6. 7. 8. 9. 10. 11, 12. 13. 14 or 15 mg per day 
are used in treatment of the diseases of the invention. In convenlional pipamperon 
treatment, the active Ingredient is available in tablets of 40 mg per tablet or in solutions of 
2 mg per drop. Conventional usage of high doses ranging from 40 to 360 mg is 
prescribed For Instance, for children up to the age of 14. doses corresponding with 2 to 6 
mg per kg body weight are conventionally prescribed. The high selecBve affinity of 
pipamperon towards the 5-HT2A receptor and the D4 receptor Is reflected In the low 
dosage which Is needed for the treatment of the mental diseases listed below and also 
contributes to the efBcacy of the treatment 

The mental disorders which can be treated using pipamperon In a mono therapy at such 
low doses are for instance anxiety disorder, eating disordere. premenstnial syndrome, 
somatofomi disordere. factitious disorders, dissociative disorders sexual and gender 
idenfity disorders, sleep disorders, adjustment disordere. cognitive disordere. Impulse 
control disordere. pervasive development attentionKleflcit and disruptive beha^our 
disordere. subslance^lated dlsoide«. peisonalily disorders, psychological factors 
affecting medical condWons. malingering, antisocial behaviour, bereavement 
occupational. Idenllly. phase of life, academic problem, problems related to abuse or 
neglect 

Sytental disordere such as depression are commonV treated with serotonin re-uptake 
Inhlbilore. Unfortunately, however, these compounds can give rise to side effects In use. 
Moreover, a substantial preblem m most treatment of mental disordere Is the non- 
r^onse to seledivB serotonin re-uptake inhlbltore (SSi^s). Also the onset of the 
therapeutic effect can be delayed undesirabb. 

A problem to be solved by the present Invention Is thus the prevision of a more efficient 
therepy and efficient, highly selective and efficacious medicaments Ibr treating mentel 
disorders. 

Th. in^^ni found that tor instax* tl« n<»H«ponse to sd^ 

H,lb««s {S8R.S) dep«»lon ™y be d««3Bd by 
«j„„bBon via 5+rT2A ««mul*»v D«*Wbllion«^ 

to be an answer to this problem. 

The present mventore found that a simultaneous or foregoing treatment with a compound 
havi,^ a high selective 5+n2A antagonist Inveree agonist or partial agonist aclivrty, codd 
,^0 a greater response towards, fbr instance. SSRls. However, not all compounds 
exhlbillng S-HTTA antagortlsm are useful: competition between 5=HT2A stlmulaUon via 
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serotonin and 5+rr2A antagonism via the oompouid could be responsible for ihe lade of 
more eflk»py of compounds wW(*i have both a selecfive serotonin re-upt^ inhibitory and 
5-HT2A antagoitist profile, such as trazodone and nefecatdona. 

The present inventors ftjrther surprisingV found that a simuftaneous or foregoing 
5 treatmeitf with a compound having a high selec^ve D4 antagortist Inverse agonist or 
parOal agonist activity In combination wRh a compound having a high selective 5-HT2A 
antagor^ inverse agonist or parOal agonist aettvi^ could lead to a greater response 
tovMards, for instance, SSRIs. 

In this invention, the term "antagonist" refers to an Interaction between diemtcals in which 
10 one partially or complete^ hrihii^ the effect of tfw other, in partictdar agents having high 
affinity for a given receptor, but which do not acfivate this receptor, 
in this invenfion, the terni "inverse agonist" rejws to a llgand whi(* produces an elfert 
opposite to tiiat of the agonist by occupying the «ume receptor. 

in this invention, the term "agonisf relates to an agent which bctfi binds to a receptor and 
15 has an intrinsic effect 

In this invention, the term "partial agonisf relates to an agent with lower intrinsic activity 
than a full agonist; and vi*»ich produces a lower maximum effect 

The present Inventors found that a compound which binds to the 5-HT2A receptor with a 
pKl of at least 8 but for which the binding afBitity. i.e. pK». towards other 5HT receptors is 
20 less than 8 in combination with a high selective affinity for the D4 receptor, l.e. which bind 
to the D4 receptor wltti a pKi of at least 8 but for which the tiding afRnily. i.e. pKi, 
towaixJs other dopamine receptors Is less than 8 also show such an improved effect In 
treatment. These effects. i.e. D4 antagonism. Inverse agonism or partial agohism and 5- 
HTZA antagonism. Inverse ^ohism or parfial agonism, may reside in the same 
25 compound. 

The tern "other 5HT receptors" as used herein reCate to for InsSance 5-HT1 receptors (e.g. 
5-HT1A. S-HTIB, S-KTID. 5-HT1E, S-HTIF). 5+fT2B, 54fr2C. 5-HT6 (rat) and 5-HT7 
(rat). 

By the expression "selective affinity for the 5-HT2A receptor* Is meant that the receptor 
30 has a higher affinity for the 5-HT2A receptor than for other 5-HT receptors. 

The expression "selecfive affinity for the D4 receptor" means that the receptor has a 
higher afRnrty for the dopamine D4 receptor than for other dopamine receptors. 
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The term "other dopamine receptors- are. for ir^tance. D1. D2 and D3 dopamlrte 
receptee. 

pW values of test compounds for dopamine .Bceptors as well as 5.HT2A leceptors can be 
measured using commonly known assays. 
J compounds which have a selective affinity for the D4 receptor preferably have a pW value 
^rJorhi^erthan8towardstheD4receptorand.^ 

receptors. 

Preferably, the compoun*rfthsln»entonwhlohha«.«te«».nnivto 
^r^t «» M ,ecep»rt. co,.*o«,d.»«* h.«. lvalue «M1»orhW«r 

™rthodal<.«««>n<ha-tPbrln«««-.ll»-N»Pwtoc«^ 

(PDSPr K, om«m.^.«IMn^m. la a unique ««>"~ " 

Lc d«n*. «hl* pnwMea lnto>n3.on on «,e ab<«aa e, dn«a to »«a«. ^ » 

Z^.b.pub.,ahedandin«n«.^H«dpKl.«-ft«y.".u»*-'«1.= "^ 
rrrlanddmgcandlda««a.anaxpandlnBnun>b«o.Oi««m««ipW 

^1^4««aaMenzy,n..Th.PD8P.nta.n-*.atop™..dea*.<«^ 
,n A™dei™dexamnlaofacoini«>uod«Wohhaabolhaaelecir.ea(Iinityforlte 

SrtL««..^WfT,««P»o™.andasaled^=»n.yfe'theC«»« 
!L «^ to or hUhar «an « towards *e D4 receptor and las. than 8 to««l. 
CT^^ a,^ «,«h th«,.».. useM " oor*^" " 
25 i^pamperon. 

and histamine receptors. 
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The lovkf dosage vyh!ch can be used fn ptpamperontrsalment, as already described earner, 
contributes to the high selective affintfy of the compound towards the 5-HT2A receptor 
and the D4 receptor and therefore also to the efficacy of the treatment 

The mental diseases or disorders characterized by an underiying emotion dysregulation 

5 can be grouped Into subclasses as follows: (i) the norhcogniHve mental disorders 
comprising mood disorders, anxiety disorders, psychotic disorders, eating disorders, 
premenstrual syndrome, sOTiatoform disorders (excludir\9 pain disorders), feclltlous 
disorders, dissociative disorders, sexual and gender identity disorders, sle^ disorders, 
adjustmertt disorders, impulse control disorders, penrastve development disorders, 

10 attention-deficit disord&s. disnjptive behaviour disorders, substenoe-ielatBd disorders, 
personality disordm, psychobgical factors aftectlng medical conditions, malingerbtg, 
antisocial behaviour, bereavement, oocupationai problen^. identity problem, phase of life 
problem, academic problem and imUems related to abuse or neglet^ (ii) cognitive 
diseases comprising delirium, Alzheimer Disease, substance-related persisting demerge, 

15 vascular dementia, dementia due to HIV disease, dementia due to head trauma, dementia 
due to Paridnson Disease, demertla due to Huntirtgton Dteease, dementia due to Pick 
Disease, demenfia due to Creutzfedt-Jacob Disease, amnesflc disorders due to a general 
medical condifion, substance-induced persisSng amnestic disorder, mild cognitive 
Impa&menl disorder, other cogniSve dteorders; (fii) the pain disorders; and (hr) Parkinson 

20 Disease. In Table 5, this dassification has been used for summarizing the diseases and 
disorders relative to known psychotropics. In Table 6, an overview of phannacoioglcal 
grouping is provided, indicating the pharmaloglcal profile numbering, the pharmalogical 
profile, the main disease or disorder lndicafiOT(s), the name of the compound, ttie dose 
range, and the company prx>ducing or sefling said compound. 

25 These diseases and their diagnosis are very deariy defined In the "Diagnostic and 
Statistical (Manual of iWental Disorders (psm\fT published by the American P^^lalrio 
Associatton. This manual sets fbrth diagnosfc crtteria, descriptions and other InfonrrsDon 
to guide the classlScaSon and diagnose of mental disorders and Is commonly used in the 
field of neuropsychiatry. It Is for instance available on the internet under: 

30 httD:/Aww,behavenetccnri/ capsule s/discrders/ dsm4tr,Wm_> 

The e)(presslon "nonrcognittve diseasesor disorders" used In some of the embodirrterts off 
the invenfon conqarises the following group of diseases or disorders: mood disorder^ 
anwety disorders, psydiotfc disorders, eating disorders, premenstrual syndrome, 
somatoform disorders (excluding pain disorders)^ factitious disord^, dissodeave 
35 disorders, sexual and gemSer cdentHy disorders, sleep disorders, adjustment disorders. 
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impulse control disorders, pervasive development disorders^ attenSon-defictt disorder^ 
dismptive behaviour disorders, substance-related disondefs, personality disorders, 
psychologisal factors a^cflng medical condUons, malingering, antisodal behaviour, 
bereavement, occupational problems, identity proiilem, phase of lifs problem, academic 
5 problem and problans related to abuse or neglect 

In other embodiments of the invention, the mental diseases or dteorders that are 
<diaracterized by an underlying emoftem dyan^latim bebng to the group of i^iin 
disoiders. For instance, the combination fherai^ with plpamperon is espedally 
advantageous for managemerrt of acute pain in diseases such as, but not RmHed to, 
10 musculoskelefed diseases, riieumatoid arthifOs, osteoarthritis and anicyiosing spondylitis. 
For the ciassifiratlon of pain disorders, reference is also made to the OSM-IV where these 
dteMders are deaify descriijed in the section of somatofonn <fisoiders by way of 
Intemationaly accepted diagnostic cr^ria. 

In other embodiments of *ie invention, the 5-HT2A receptor andfor Dopamine-4 receptor 
15 antagonist, inverse agorrist or partial agordst (e.g. pipamperor) is used in treatmert of 
patients having neuro-degeneraBve diseases or disorderSk or related cognifive diseases or 
disofdeis. The diseases or disorders of the present InvenHon are characterized by an 
underling degeneration of me Central Nervous Sy^em (CNS), preferably selected from 
the group consisfing of. but not limited to, neurodegenerafive diseases such as Parldnson 
20 Disease, and in other embodlmente of the Invention, selected from the group of (related) 
cognib've diseases or disorders such as Alzheimer Disease. 

For instance, Parkinson Disease, v>rfiich is a chronic progressive nervous disease chiefly 
of later life, is linked to decreased dopamine production in the substontia nigra and is 
marked by tremor and weakness of resting must^es and by a shufffir^ gait Dc^mlne 

25 agonists and oven levodqpa, widely used in Parkinson Disease, gives via a dopamine D4 
receptor stimulaBon psycWalric marifesiations. The induced release of serotonin acts via 
5-HT2A stimulaaon as a "brakeT on dopan^e release (Young B.K., Cam/cfoff Ft, Gansdnt 
L, NBV«ofiS^^advofseef[6tAsafmtipemnsonlan drugs, Characferisffcs, evaluation 
j andtfoatment DmgsAgfng. 1997 MaKlO(S):367-83). Because of the need of specific D4 

30 and 5-HT2A antagonism In the treatmert of Parkinson Disease with dopamine agonists 
and even levodopa. it seems reasonable to combine with a compound with a high 
selective D4 and 5-HT2A antagonism l.e. having merely no asAvWif towards the other 
receptors especially the D2 receptor because of the primary need of the relieve of the 
excessive bunien of remaining dopaminergic neurons. Therefore, the use of the so-called 

35 atypical anB-psychoflcs or 8erotonin<lopSHn]ne antagonists (SDAs) is absolutely contra- 
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Wcated their high affinity for Ih. D2 receptor. Even tl,e us. of senrtonin «tea«^ 
compoundssuch»SSf«s in the a..senceof.n effete 54<T2Aaite80n^ 

fJL. towanto Parkinson Disease sympU.-ns aithouflh many P^*™" 

Lin need lor an an.idep,essantsincem*.r depression 1. a venroo™non««idisablln8 

5 condition in tliis land of patients. 

The »<p.ession -(related) cogniSve diseases or disoriers" accordlnfl to the h,^ 
con,prtl oroup otdlseasesorcsorders: de«,.um (F05X -^t"^" 

Alzheimer Disease (FOO). vascular demenUa (F01). deraenfa due to 0«« Senenrt 
^ cond^ons ,H.V disease (F0^4, h«^ "^JTZ,^ 

10 (F02 3). Huntington Disease (F02.2), Pick Disease (IH)2.0), CwteWdWaoob Dls.«a 

™2 1 and Ir (F02m subs.ano»*«.ucsd p»sl*« demertla W 

dlsonJers due «. a gene«l medical condition {F08*) or. a «.l»tanc^uoad p«e««r« 

^dl««*(F,x6,. mi.d«,.«^eln^nta.«-"<P067^ 

diao«le,s (F04). The al».e W of dl.«»e. IS prclded by way Of examtte and » not 

15 intended to Bmlt the Invenfion. 

Ftlne.ance.AI*e6nerD.s««I.ad.9enem.lveb,alndlseaseofunlaH™noauee^ 

^inr^ntbrn. ofdementla. Alzhe^ Disease usua^ starts -'^ '^"^ 
*,n01da8aa.an»mc.ylossf^«c««eventssp«adl,^tomen»nest»Kmo» 

I^nts -.S progresses over the course of «v. to ten yea« to a pn*und InWl.^ 
20 ^l-^ct^rtzed by dementia and pe^onalMplessnes* The di^aaaj.^^ 
hl«o.ogica,.yty*edegene«tionoft,,-nn«no„sespecla,ly^.hao^^ 
Ihe presence of neurelllMillanr angles and plavH* belMmylold. B«au«, 

^IZ^Ptor 04 (DRD4) antagonl-- can W-* the l«»«vi«al dl*|l»nc.a - 
^r4^onandoonlUdo„-caus«ll*«»deg««n«onofdopamlneD2«ce^ 

fSflft 6ie9.12r-130J9 accompanM »lth Alzheimer disease and 5^ 
has an Nport** boos«„g ..fe<* .<-rds the effca c, *olmeste^ 

ITL. dcp-mn. pa*«ay.. - »^ D4mfr2/^nlagonlst would be a 
30 I^Z^.oon^.oooml*^cholinest»aseinh.bte 

ZrX.«J^.hein,haa,.u.ed8D.so„thecogn«v..UnCton^byns 

dopairine receptor D2-antagonIsm. 

These disease. Bra «h* diagnos* a-e very clearly defined m the -frt^aSona) 
35 X»™.V«W</Haa««0.5»*a«to«.»9«f/av«;. Thiemann 
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criteria, descriptions and other fnfonrortion to guide ttie classification and diagnosis of 
neurodegenersBve disorders and is commonty used in the field of neurotogy. According to 
the ICD-10 classification, the cognitive disorders are classified under several classes of 
disorders. f.e. dispe^ed undercategories FOO to F19 (see above: respecUve classification 
5 between parentheses). Foltov^ng the DSM classification, however, tiney are grouped in 
one class of dseases or disorders. 

The temis "treatmenf , "treating", and the lilce, as used herein include amefioration or 
elimination of a develqoed mental disease or condition once it has been established or 
alleviation of the charaderistic symptoms of such disease or condition. As used herein 

10 these terms also encompass, depending on the condition of the patient, preventing the 
onset of a disease or condition or of symptoms associated with a disease or condition, 
including reducing the severity of a disease or condition or symptoms associated 
therewith prior to affliction with said disease or condition. Such pievention or reduction 
prior to affliction refers to administration of the compound or composition of the Invention 

15 to a patient ttiat Is not at the time of administration afflicted with the disease or condUon. 
"Preventing"' also encwnpasses prevertting the recusrence or relapse-prevention of a 
disease or condition or of symptoms associated therewith, for instance after a period of 
improvement It should be dear tfiat mental conditions may be responsible for physical 
complaiite. In this respect, the terni TreatinaT also Includes prevention of a physical 

20 disease or condition or amelioration or elimination of the developed physical disease or 
condition once it has been established or alleviation of tfie diaraclerfstic symptoms of 
such conditions. 

As used herein* the temi "medlcamenr also encompasses the temns ""dru^ , "ttierapeutid' , 
•potion" or oUier terms whidi are used in the field of medicine to indicate a preparation 

25 wtUi therapeutic or prophylactic effect. 

The present Inventors not only found fliat the selective 5-HT2A and D4 antagonists, 
inverse agonists or partial agonists have an effect in augmenting the flierapeutic effect or 
in providing a f&ster onset of the flierapeutic effect of a diversity of other pharmaceutical 
compounds^ l.e. also named "second compounds'* in the present invention, in the 

30 treatment of specific diseases or disorders. A few examples of ottier phannaceutical 
compounds .whose effiscls are augmented or whiere the onset of tire effect is fastened 
upon simultaneous or tore-going treatment witii a selective 5-HT2A and D4 antagonist, 
preferably pipamperon In a low dose, are nor-eplnephrine re-uptake IrtilbJtors, neuroleptic 
agents, dopamine antagonfete. or compounds used for treating or alleviating 

35 musculoskele^ diseases or disordens. A fiirti^er list of oflier phannaceutical compounds 
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or second compounds useful according to the invention is provided in Table 5. It should 
be clear, given the general applicable character of the Invenlion. that this '^t of o»«r 
phamiaceulical compounds Is venr brief and that the Invention should not be restricted to 
the ones exemplified herein.lt should beclearthal inthe present invention. pipamperon.s 
never to be seen as a "second compound". 

According to the invenlion. it thus has been found that the compounds having a selective 
S-HT2A and D4 antagonist, inverse agonist or partial agonist acBvily as described above 
are useftil for augmenlingthe therapeutic effect of a second compound on a disease 
Accorfing to another embodiment of the invention, it has also been found that me 
compounds having a selective 6.HT2A and D4 antagonist, inverse agonist or paiti^ 
agonist activity as described above are useful for providing a.fasier oi«et of the 
therapeutic effect of a second compound on a disease. 

From the above It should be clear that the selective 5>HT2A and D4 antagonist. Inverae 
agonist or partial agonist Is also named 'the first compound in the embodiments of the 
invention. 

A«;on«ng to the ln«n«on, when the S4rr2A and D4 antagonist. In».rse agonist or partial 

agortsl acsvity «slde m sepanrte oompoumls. th, tern, '"-P-^"^"^ 
Composilionsa(thelnventioooon>prteaaftstalen«nt having (i)asel«*«a«n-yfo^^ 

D4 scepter wKh a pK. value equal to or higher th«, » t.^* th. D« tec**^ 

L » tLms o«,.r dopamine »cp»rs. and . second .len«n. havKtg ») - 

amnmr for the 6^ receptor w«h a pKl value equal to or Ngher <han 8 to»a„J. «» 6- 

HmreceptorandlesslhanBtowardsoltierB^irreceptols. 

The expresslonthe 5-HT2A and D4 antagonist. Inverse agonist or partial agonlar Is v««d 
heremTo indicate a sing,, compound taving bolh actMHas o, to mclcal. the oon,p.«bon 

comprising the activities &i separate elements. 

,.sho..dbeclearthatwhen.io«»p.esenllnvenlton.a»i.»««»^^^ 

b used instead Of a Single compound, this oon-rosBon ofsepar-s el««^ 

,ncombina«o„v*hanother.i.e.asecond.=on*oundto«,,ma.<.h..he,apeutlo.llac.o( 

theother,l.e.the8econd.oon*oundonthesan»oranolherdl8ea5e.~ 
> whenthe54Tr2AandC>4antagorts..lnverseagonistorpart!ala9onWortheo»,>p^ 
' r^ng.».he,en«,*s and «» second compound -.«»**to,ed.lj^ 
r compoun* or ac^ Ing^dlents n,^ t> ^ <n > ^ 
composwon o, formulatton. AltomalK«ly the conipound. o, a*« 
admLstored in separate ph.n«.oeulioaloo«,po.llonsorfbnnul-lonsfcrsl«m^ 
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separate use. The Invention thus also relates to pharmaceuBcal composlfions comprising 
pipamperon and a second compound of the invenflon and to the uses of these 
phannnaceuttca! compositions. 

When the 5-HT2A and D4 antagortst. Inverse agonist or partial agonist or the composition 
5 comprising both elements of the Inventon are administered prior to the second compound 
as defined, the 5-HT2A and D4 antagonist. Inverse agorfst or partia! agonist or the 
composition comprising both elements is administered at least durir^ 1 day prior to said 
second compound Preferably, the 5-HT2A and D4 antagonist. Inverse agonist or partial 
agonist (e.g. pipamperon) or Hie composition comprising both elements is aAnlnistered 
10 for at least 1. 2. 3. 4, 5. 6, 7, 8. 9 or 10 days prior to the acftnlnlstiation of the second 
compound. Preferably, the S-HT2A and D4 antagonist. Inverse agonlaS or partial agonist 
(e.g. pipampen>n) or the composition conv>rteing both elements Is administered for at 
least 2, 3, 4 or 5 weeks prior to the administration of the second compound, or even for at 
least 1, 2, 3. 4. 5, 6, 7, 8, 9, 10, 11 or 12 months-prtorto the admtnistraficn of the second 
IS compound. 

According to a piefened embodiment of the Invention, the above described compounds or 
the composHion comprising both elements having a 5-HT2A and D4 ant^onist Inverse 
agonist or partial agonist acdvHy are useful for augmenflng the therapeutic effect of 
dtalopram or for providing a faster onset of the therapeutic effect of dlalopram. 
20 Citatopram or citalopram hydrobromWe is a selective serotonin (5-hydroxytryptamlne / 5- 
HT) re-uptake inhibitor (SSRI) and is the conventional name given fbr the compound of 
the fomwla (RS)-1H>(dlmethylamino>proR^1-<p4urophenyl).«-phthalancartK^ 

hydro-bromide. 

According to an embodiment, a dally dose of active Ingredient of SSRI, preferably 
^ citatopram, ranges beftween 10 and 40 mg per day. Preferably, dally doses of active 

ingredient ranging between 20 and 30 mg per day are administered Mate preferably, a 

daily dose of 10, 15. 20, 25, sa 35 or40 mg per day is administered. 

AoooreOng to another preferred embodiment of the Invention, the above described 

compounds or tlje coiiuposition comprising both elemente having a S+TTZA aqd D4 
30 antegonbt Inveree agonist or partial agonist activity are useful for augmenting the 

therapeutic effect of citalopram or for proWdBig a faster onset of the therapeutic effect of 

fluvoxamine. 

Fluvoxantfne or fluvoxamine maleate (luvox, fevarin) is a setective serotonin (5-HT) 
reuptake inhibitor (SSRI) belonging to a new chemical series, the 2-aminoethyl oxime 
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ethers of aralkylketones. It is chemically unrelated to other SSRIs and domlpramlna It Is 
chemically designated as 5Hnethoxy-4HtrifluoromethyI) valerophenone (E>0<2. 

aminoethyl) oxime mateate (1:1). 

According to an embodiment, a dally dose of active ingi«diert of fluvoxamlne mateate 
ranges betvween 100 and 300 mg per day. Preferalrfy. daily doses of active Ingredient 
ranging between 1 50 and 200 mg per day are administered More prefefably. a dafly dose 
of 100. 150, 200, 250 or 300 mg per day Is adinlnisterBd. 

Most of the second compounds herein described are knovm m the art and may be used In 
doses according to the ^uppUsr-s or physiclarf s piescriplion. or may be used according to 
speolfio embocflments descra)ed ha»ln. 

Also encompassed by the invention are pro^s to these second compounds or acUve 
metabolites of these compounds. For Instance, for risperidone It is known that among 
other products, bio transfbmiation in the Kver produces S-hydroxyrisperidbne. which is of 
the same phamiacologfcal activity and intensity as parent risperidone, "^^'^f 
hydroxyrlsperidone. naturally produced or chemically synthesized may be used in the 
methods and uses according to the Invenlloa 

The tern* "active metabolite- as used herein relates to a therapeuHcalV active compound 
produced by the metabolism of a parertt dmg. Drugs administered to trnal diseases are 
usually tmnsfomied (metabolfeed) v«lthln the body into a variety of related chemteal fom« 
(n.etabortes).some of wtfch may have therapeutic aO»h/l^(anacavemetabo^^ 

-The p««ent invention also encompasses the use of these second compounds admlni^md 
,„ the ibm. of a pham«eutically aocepteble salt m admixture v«th a suitable 



25 



le 



30 



To prepare the pham«ce«llcal compositions, comprising the compounds or me 
LrrlTnof the first and second compound described hereir. an effecUve arnoumof 
me active Ingredienls. In add or base addition salt fom. or base fcm». '^^"^^ ^ 
adrritctUTB ^ a pharmaceuOcally acceptable canler. wH^ ^ 
forms depend-.g o. the fom, of preparation des.red fbr ^^'^"^^^^^ 
phamiaceutical compositions are- desirably In unitary ^ ^ ^ 

administration orally, nasal, redally. percutaneously or 1^ parenteral ^ec^' 
example. In propping the compositions in ora. dosage form, ary -["^ 
phamiaceuBcal media may be employed such as. Ibr example. v«ater. glycol^ oils, 
alcohols and the like m the case of oral liquid preparations such as suspensions, syrups, 
elixirs and solutions: or solid carriers such as starches, sugars, kaolin, lubricante. binders. 
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dtelntegratlng agents and the like in the case of powders, plils. capsdes and tablets^ 
Because of their ease In administration, tablets and capsules repiBsent the most 
advantageous oral dosage unit fbnn. in which case solid pharmaceutical carriers are 
Obviously employed. For parenteral compositions the carrter will usualV compnse sten^e 
water.at least in large part, though other lngredbnts.for example, to aid sol^^^^^^ 

included. 

The phanrsceuBcal confounds for treatn-ert a» intended for paenleol. topleal. oral or 
ICK^I adminlsttaaon and gene«.b,co.nprise a phannaoeUlcansr "'^"^^^'^ 
antoun. of *e a«lve ,n9«dlent.>«olen.to «ve»e or p«vent the ^^^"^ 
d.80-de,s. The carrter may .« any of thoee con«ntlonan>r u«d and '^^'^^ 
chemic^ioal c«n,We,a.ion.. such » solubnBy and la* M ««*v«y ^ the 
compound, and by •» route of adnWstratloa 

examples of pham,aceutlcally aopeptal* aoW additon eaU. tor uee m pr^ 
inven^e pham,aceu,U«t composWon i™*rie those dedved «om " 
hydmcWoHo, hydmbmrnlo. phosphorto. m-aphoephodc nH-o ^ »^ 
oi^ adde. such a. tadarta aoeao. o«rta malic, laotte luma*. l»nro^ 

gUcorio.«KX*iD.p*luenesulphcnIcadd..aralanflwlphonk^fcr^ 

The pham,aoeu«oa«y accept* ««**nt. de.«.b«l herein, far ""^j;^'^ 
adlulle, canle,s or d.lu«*.. v»lH<nov«. to those who are sK«ed « «» «7 

iravaila,* the pub*. H is pre*ned that the '*---'^^^^ 
that oh«*=a.V ln«. to the eoi^e ««npound. and one that ha, no detnme^ 

side effects or 10)** under the ooni«ions of use. 

The Mowing tom>ulalions for onil. .aro«,l. parenWaU «*culan««. 
IJ^,Z^Werpert.=«eal.r.«N.««lv.8lnaladmW«««o„«em.^^^^ 
; rrrv»;.J^.o«m«..he»<,«m»««.re..ect«.ph«n«^^^ 
ZnteB- composition, am v«. i™«n *• those of ortlnao, ski. in the art. ^e 
.n»m»cy P-cace. JB. Uppinc* Ccmpaw, ^^'^'^ 
^^T^ Ch*«s. ed., pages 238-250. (1982X and ASHP ""^-^^ 
"issel 4th ed, pages 622^ (1986). Topical f6mu.lation,, mdudre those th« 
0 ^r.;atdem:lg-e.sase.aWwel.Kno^to.hoseo,s«..nthe«.and« 

aitaWe in the oorteidofthe present hwntion for appucatlontosldn. 

Fom«ialions «M>le for oral adminis«atlon require extra consldenflons oonsldeHng the 
oompound. and the possible b^aKdoM, thereof If such compound, are 
'^Zl^o^^ P-^"8 ««m f«m the diges.™ sec»t.ons of the 
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gastroWesa^a. tract Such a fonnulaHon can consist o» <a) UquW solutons. such as an 
alfectwa amount of the compound dissoK«d In diluent., such as «»l»r. saine. or omng. 
julco: (b) capsules, sachats. tat^ols, lozenges, and ttoches. ea* "rtajnma a 
p«Jetennlned amount of the ac8« Ingrsdiont. as solids or granules; (o) powlers: (d) 
suspensions In an appnjpHata HquI* and (e) suKabto emulsions. Uquld (onmtetons n«y 
Wudednuents, such aswaterandalcohols.for««npl., -hand, bemirtalc^^ 
polyethylene alooholB. either wllh or»Hthoutthe addBon of a phannace^^^ 
surtaclant suspending agent or «nulsiiying agent capsule fonns can be of the o,d,|«w 
hanJ- or soft-shefcd gdatn type conWnlna fcr exan^, su^otanls. lubdcants. and Inert 
Sllem. such as lactose. sucn»e. caldun. phosphate, and com starch. Tablet *»n« can 
indudeone or nu-e of laoto«.. «««s.. mannitol. com stan*. potato starch. algi™cadd, 
.rtcrtK-ystaHlne celkiose. acada. gelatin, guar gum. colloidal sincon d^ode 
cn»cain>ellose sodium, talo. magneslm. stearate. celdum stearate. zinc stearate. tea* 
add and other sxelplsnts, colorants, dtluents. bullertng agents. di»lnte8«t»W agenB. 
mol^enlng a,ents. p,ese«atl»es. flavortng agents, and ^"^^^^^ 
exclplents. Lozenge tbnns can comprise the ac»« lng«dlent In a fla«r. usuaW sucms. 
and acada or taaacanth. as we« as pastlle. ccn,prtsftHI«« adlve Insredisrt in an In^ 

,«se. such as gelatin and glycerin, or su«o.e and ««la. en,ulslo«. 8»*; "« 
contalnlna, in additon to the acave ingredlwf. ««* ««lpton«sa, am kn««n in fte art 

The compounds of the pmsent Invention. alo« or m ««nNna.lon ««h 
compone*canbemadein.oae™s.lfom«totlon,lob.admln««ed.laln^ 

::Ladmn^on.««con^^a»p,e.^««.«.n«neVd»,«^^ 

WW, a surfactant and pn,petont TVffcal pen»,^ of compound. a» "■O^'^'^J^ 
walght p«l«.bly 1%.10%. The «.twan. mu* of oou«. be nontoxte and 

^ h the prop-bnt Rep«.s«all« of such asenia a., the ester, or pan«l este^ 
^nrt^ from 6 to 22 oarb«, atoms, such as caprote 

Hs ccc artwdrtda Mhed esters. s.«h as mixed or natu^l g6«erides may be 
Z^. The eurfsetant may cons«ule-0.1%.20% by weigh, of «« compound.. 
, ZXo.2l^5%.Theb*nceOf*«.«>PO»dsteondlnartyp«.pe*nl 

' rTlnduded as desl^d. e.». ledWn .Or lnl«nas3l ^■J-^'";^ 
Lnulations can be im-r-accepteble pmssurtod p^pelten* «K^« 

niorodi.uo,on=thane. propane, nl«gen.andth.»».Th.ya.«.m^ 

pham,aceu.icals for norH-rese^ P«P-«*"«- " " 

5 Suchsptayfbnnulalionsmaybeusedlospraymucosa. 
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It v«U be undei^d that, apart from daily doses, the compounds can be administered by 
other schedules. For Instance, the present Invention also contemplates depot inJecBonJn 
which a long acting fom, of the active compound Is injected Into the body, such as the 
muscles. From there the active compound slowly enteis the «sl of the body so one 
injection can last from 1 to 4 weeks or even multiple months. Other form of dosage 
administrations relate to "once^eek" pins. In which the Ingredient Is slowly rel^sed 
over a period of a week, and slo«Kealese patches. e.g. a CDS (Continuous Delivery 
System), or Once-a-Day Transdenmal Patches. 

According to a further embodiment, the Invention also .Blates to a method for preparing a 
compound or compos«i«. having a selective D4 and S-HTZA "^^^^^^^j^^^^^;^ 
or partial agonist The Invention also .elates to the compounds prepared by the claimed 
method, vwlth the provisothat said compound IS not an alreadyknown compound. 

pipamperon. 

K should be dear that the compoun* and c«rpos«on. dewrtbed herein e» u«ft.Uor 
^3 any pa.^ ,n need A. used h»* «« *m, 1««enr IS n- ««noted« 

in^bJiLtoolharm«m**.ln.«nc*don««tean»nal.»*«,nw^ 
ftom any tem. of a menial diseaseor disorder desctlbed heieln. 

The second compound, of *a !n«nlion can be (Uraw 8.0UM 
pharmacological prodle. viihloh tosummarBed mTaWe 6. 

The prase,* invenuon IS no» dsscHbsd m mor, da*, the Wlo^emto^^ 
com^unds belonging to diftoent pha,m«»lotfeal prollles can be fulther grouped 
accordlr^ to their action on the «a<nep**ay or syslan as follows.- 

Th. menial dl«<de<s which can be tr«tfad using compounds ha^rtng a hoh s^ecSve 
IS^^«<ma.«.D4race^..br*».a,Keplpamp,ror..n.con*»««on*^^ 

(s-otonm, rauptato enhancer. a« chosen *om the gn>up of d,seas«« 
con«s«ng of mood dlsorde,s. amdaty dlsoniers. eating ^■'T^ 
soma^m, disorders (excluding pain disorders). !acM»» «.»d«^ 
, ^a.^edlso,de,s,saxualandgeoder,dentltyd.so.de,,.steapd.so«te^adl^ 
Lrders. impu^ cort^l disorders, substance related dteonta,. pe.««^ 
artleoclal behaviour, bereavement. occupaHonal problem. p,obl»» ialat«l to abuse or 
neglect and pain disorders. 
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The present invention thus relates to the use of pipamperon or a phannaceutfcally 
acceptable salt thereof for the preparation of a medlcamert for treating the underlying 
emotion dysregulation of a non^gnitive merrtal disease or disorder selected from the 
group of diseases or disorders conslsflng of mood disorders, anxiety disorders, eating 
5 disoiders. premenstrual syndrome, somatoform disorders (excluding pain disorders), 
factitious disord^s. dissociative disorders, sexual and gender IdentHy disorders, sleep 
disorders, adjustment disorders, impulse control disorders, substance related disorder. 
peraonaUty disorders, antisocial behaviour, bereavemert, occupational problem and 
problems related to abuse or neglect, characterized In that pipamperon or said 
10 phamtaceuHcally acceptable salt thereof is administered sbnuManeously v««h, separate 
fiK>m or prior to the administration of a 5-HT (serotonin) reuptake enhancer compound to 
augment the therapeutic effect or to provide a faster onset of the therapeutic effect of said 
5.HT (serotonin) reuptake enhancer compound, further characterized In that pipamperon 
is to be administered to a patient In a daily <tose ranging bsbween 5 and 15 mg of the 
IS acSve Ingredient 

The present Invention thus .elates to the use of pipamperon or a phamiaceutlcally 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of pain disorders, characterized In that pipamperon or said 
20 pharmaceutlcaliy acceptable salt thereof Is administered simultaneoudy with, separate 
from or prior to the administration of a S+TT (serotonin) reuptake enhancer compound to 
augmentthe therapeutic effect or to p««rtdea1a8teronsetaf the therapeutlceffect of saw 

5.HT (serotonin) reuptake enhancer compound, further characterized in that pipamperon 
Is to be admlnlsteied to a patient In a daily dose ranging between 5 and 15 mg of the 
25 adive Ingredient 

Acconling to a preferred embodimerl. the invention relates to the uses as described 
above wherein said 5-HT (serotonin) reuptake enhancer compound is tlanaptine or a pro- 
drug or an acUve metabolite thereof, or a pharniaceUHcaDy acceptable salt thereof. 
30 Preferably, tianeptlne is to be administered in a dalty dose ranging bet««een 25 and 50 mg 
of the active ingredient. 

The invention also relates to a pham«ceufical composllton comprising (a) pipamperon. 
and (b) a 5-HT (serotonin) reuptake enhances, preferably ftenepBne or a prtxlrug or an 
35 adive metabolfte thereof, or a phamiaceutlcally acceplable salt thereof, as a combined 
preparation for simultaneous, separate or sequential use for treating the undertying 
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emotion dysregulaflon of a mental disease or disorder vyrtiich is chosen from flie group of 
diseases or disordeis consisting of mood disorders, anxiely dteordeis, eating disorders, 
premenstrual syndromet somatofonn disorders (excludirg pain disoiders), fiacfitious 
disorders, dissociative disorders, sexual and gender identity disord^, sleep disordersi 
5 acfjuslment disordeis. impulse control cBsorders. substance related disorder, personally 
disorder, antisocial behaviour, bereavemertt. ocoupatonal problem, problems related to 
abuse or neglect and paii disorders. 

A phamiaceutlcal composition as described above wherein pipamperon Is provided In a 
10 unitary dose of between 5 and 15 mg of the active ingredient and whereir) said 5-HT 
(serotonin) reuptalce enhancer Is tianeptine, preferably provided in a unitary dose of 
between 25 and 50 mg of the dctive ingredient. 



15 2: combination therapy with a 5-HT1 autoreceptor agonist 

The mental disorders which can be treated usbig compounds havir^ a high selective 
affinity for the 5-HT2A and D4 receptor, for instance pipamperoa In a combination foeramf 
with a 5-HTt autoreceptor agonist are chosen from the group of diseases or disortiers 
consisting of mood disorders, anxiety disorders, eating disorders, premenstniat syndrmie, 

20 somatcform disorders (excluding pain disorders^ factitious disorders, dlssocialive 
disorders, sexual and gender identity disorders, sleep disorders, adjustment disorders, 
Impulse control disordeis, substance related disorder, personality disorders, antisocial 
behaviour, bereavement, occupational probien\ problems related to abuse or neglect and 
pain disorders. 

25 

The present invention tfius relates to the use of pipamperon or a phannaceutically 
acceptable salt thereof for the preparation of a medlcameitt for treating the underlying 
emotion dysregulation of a noiHXignltive mental disease or disorder selected from the 
group off diseases or disorders consisting of mood disorders, arodety disorders, eating 

30 disorders, premenstrual syndrome, somatofonn disorders (excluding pain disorders), 
focUOous disorders, dissociative disorders; sexual and gender identity disorders, sleep 
disorders, adjustment disorders* impulse cortirol disorders* substance related disorder, 
personality disorders, antisodal behaviour, bereavement, occupational problem and 
problems related to abuse or n^lect, characterized In tinat pipamperon or said 

35 pharmacetjttically acceptable ^It thereof is administered stmultaneou^y with, separate 
from or prior to the admlitistration of a 5-HT1 aitoreceptor agonist compound to augment 
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the therapeiAlc effect or to provide a faster onset of the therapeutic effect of said 5-HT1 
autoreceptor agordst compound^ further chaiacterized in that pipamperon is to be 
administered to a patient In a daHy dose ranging between 5 and 15 mg of the acSve 
ingredient. 

5 

The present fnv^on thus relates to the use of plpan«>eron or a pharmaceuBcaiiy 
acoeptabfe salt thereof for the preparatton of a medicament for treating the underlying 
emotion dysregubtion of pain disorders, characterized in that pipamperon or said 
pharmaceub'caliy acceptable salt thereof is administered simuttaneousiy with, separate 
10 from or prior to the administration of a 5-HT1 autoreceptor agonist compound to augment 
the therapeirtic effect or to provide a faster onset of the therapeutic effecS of said 5-HT1 
autorecet^or agonist compound, fuither characterized In that pipamperon is to be 
administered to a patient In a dally dose ranging between S and 15 mg of ihe acUve 
Ingredient 

15 

According to a prefferred embodiment, the invention relates to tiie uses as described 
above, wherein said 5-HT1 autoreceptor agonist compound is sunepitron or a pro-drug or 
an active metabolite thereof, or a ph£ffmaceutIcaIV acoepteble salt thereof. 

20 The invention also relates to a pharmaceutical composition comprising (a) pipamperon, 
and (b) a 5-HT1 autoreceptor agonisi. preferably sunepitron or a pro-drug or an acHve 
metebofite thereof, or a pharmaceutlcaliy acceptable salt thereof, as a combined 
preparation for simultaneous, separate or .sequenfial use for treatii^ ttie underlying 
emotion dysiegulation of a mentet disease or disorder which Is chosen from the group of 

25 diseases or dIsonJeis consisting of mood disorders, arodety disorders, eating disorders^ 
premenstrual syndrome, somatofomt* disorders (excluding pain disorders), factitious 
disorders, dissociative disordere. sexual and gander identity disorders, sleep disorder^ 
adjustment disordeis, impulse control disordeis. substance reteAed disorder, personality 
disoider, an&soclal behaviour, bereavement, oocupaficmal problem, problons related to 

30 abuse or neglect and pa&i disordeis. 

3: combination thereov with a 54friA fseroto nin 1A recettor^ aaonlst compound 
The mentel disoniers which can be treated i^g compounds havintg a high selective 
affinity for Hie S-HT2A and D4 receptor, for instance plpamperor^ In a combinaeon therapy 
35 with a 54fn A (serotonin 1 A receptor) agonist compound, are diosen from the group of 
diseases or disordeis conslsfing of mood disorders, anxiety dteorders. eating disorder^ 
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premenstnial syndrome, somatofonn disoiders (excluding pain diso»ders). facttious 
disorders, dissociative dlsoixJers. sexual and gender disorders, sleep drsorders. 
adjustment disorders. Impulse control disorders, attentiorvdeficit disorders, substance, 
related disorder, personality disorders, antisocial behaviour, bereavement, occupational 
problem, problems related to abuse or neglect, pain disorders. Alzheimer Disease. 
substance-Induced persisting dementia, vascular dementia, demenlfa due to HIV disease, 
dementia due to head trauma, dementia due to Parkinson Disease, dementia due to 
Huntington Disease, dementia due to Pick Disease, demenfia due to CreutzfeldWacob 
Disease, amnesfic disordeis due to a general medical condlfion. subslanoe^nduced 
persisting amnestic disorder. mlW cogrtBve hnpalmient disorder, other cognitive disorders 
and ParWnson Disease. 

The present Imrention thus relates to the use of pipamperon or a phannaceuBcally 
acceptable salt thereof for the preparation of a medlcamert for treating tine underiying 
emotion dysiegulation of a norH^grfltive mental disease or disorder selected from ti^ 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 
disorders, premenstrual syndrome, somatolbm. disorders (excluding pain disorders). 
fectlBous disorders, dissociative disorders, sexual and gender disorders, sleep dlsordei^ 
adjuslment disorders. Impulse control disorders. attentiondeHdt disorders, sub^ 
related disorder, personality disorders, antisocial behaviour, bereavement, occupational 
problem and problems related to abuse or neglect, characterized In that pipamperon or 
said phamiaceutically acceptable salt theieof Is administered sbnultaneously v«tt. 
separate from or prior to the admlnlstraHon of a S-KTI A (serotonin 1 A receptor) agonfe^ 
compound to augmentthe therapeutic elfect or to provide a faster onset of *.e therapeutic 
effect of said 5+rri A (serotonin 1A receptor) agonist compound, further charactenzed rn 
that pipamperon Is to be admintetered to a patient In a dally dose ranging between 5 and 
15 mg of the acBve ingredient 

Th. p«s«* »wen«on further also «la«s to the use of plpemperen or a P^'™";*^;^ 
««pt-* -t the»of tor ,h. p..p=««on of a me^ca^ert .Or feadng the underMna 
eJ», dyareguhtlon of pain dlsonie«. charaolertzed in that plpampe^n or »ri 
phannaceutlcally acoeplab.. salt «,.reof la admlntete,«. aknuHaneou* v*h. «^ 
lom or priorto the adnWefcatlon of a S-HTIA (sero«,nln 1A ■«epw) aflontet con^ 
^ augmentthe .he,ape>«c eflec. or to provide a faster of Ihafherapeutoeffe-^ 
i said S^iT1A(sen.ftmU.1A.eoaplor) agonist eon.poundfu*ercha«>te.l»dmlh* 
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pipamperon is to be administered to a patlert in a daily dose ranging i^elween 5 and 15 
mg of tlie active ingredient. 

The present invention further also relates to the use of pipamperon or a pharmaoeu^lly 
acceptable salt thereof for the preparation of a medicamert fbr treating the underlying 
emotion dysreguiaSon of a cognitive mental disease or disorder selected from the group 
cor^lsting of Alzheimer Disease, subslance^uced persisting dementia v^ular 
dementia, dementia due to HIV disease, dementia due to head trauma. <iemenlte due to 
Parkinson Disease, dementia due to Huntington Disease, dementia due to Pick D^ease 
dementia due to Creutzfeldt^lacob Disease, amnestic disorders due to a general medica 
condition. subslanco4nduced persisting amnestic disorder, mild cognlfive impaim^ern 
disorder and other cognifive disorders, characterized in that pipamperon or sa.d 
phamiaceatically acceptable salt thereof is administered simultaneously ^. separate 
Lor priorto the admlnislrattonofa5.HT1A(serotonln1A receptor) agonist c^^^^ 

to augment the therapeutic effect or to provide a faster onset of the ^^^^-^^^^^ 
said 6^1 A (serotonin 1A receptor) agonist compound, further characterized ,n that 
pipamperon is to be administered to a patient In a dafly dose ranging between 5 and 15 
mg of the active Ingredient. 

The p,B=en. Invenfion ft,rther also relate, to ihe use o, plpan*«»n or a P*™*^ 
IlUe 3a., «,ereof tor «,e p,ep-a*n of . medteamert f«^»<e 
enJon dys«9u«ion of PaHdnson d»ractarlz.d In ««l pl|«.*«on or »W 

accept* .alt .h«eof ad.n.n««ad 3»nul.an.o«-y ^ sapa-a 
C^p*rtoLad,*«a.iono,a«^1A,sa».on.n1A.ecepK,^a.^^ 
^ augnL*. e.fecortopro..doa....ar.«e.o.«« •'"^f 

«*. IhTIA (se«*»<in 1A r«»P»r) agonls. <»mp.und fu«h.r cha«c«-zed io «», 
Jto ba a***te«d fo a paliert in a dally dose ran*,, b.«»aan 5 an. 15 

mg of the active ingredient- 

, Aoco.d»« to a p«ter™dembodin«^.fc.'nven«on relates to 

^,S,«,.n said S4fT1A (serolortn 1A .eoeoter) asonW oornpow- » ch.^ 
*e group conslsa.g on»II*305. zatospimne> xallp,od«v VPM)13 (atoo known a. OPC- 
^Jz). tendosprtone. saHzoter. PRX-00023. maUmo«*one. 1.«|P«.«. 
Zotan. E buspuone. '-'^ "^TZl 

5 1 au,esp,n.ne. p.e,e««y «.lp.odan. saHzolan. gep»one. ««|no«n and^ 
(p»le,abvco.*o«edreleas.lbm««lon) or.p™^«.nac*»motebol«a*a»of, 
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or a pham««udcal^r acceptaMe saHIhe^. More prefcmbly. said 54<T1A C^"^* 
^) agonist IS xalip,cden and to be administered in a daily dose .a.«.ns beh««n 
™! 0, aoave ingredlet. Even more P.e.«a«y. said {»«»^^'; 
re^pfc.) agonist is .»,proprion (controlled release lormulalion) »kI Is to l» a<Wn».e«d 
TTZ dose ranging be^«en1 50 ar- 450 aCiv. ing™^ Even nK^ 

preferably, said 54tT1A (seratonln 1A receplo.) agonW is s.p6«» and « to be 
^stLd U, a daoy dose, ranging be«»en 20 and 80 mg 0. the a*e mgredfent per 



day. 



} 



The mvenlton also relat.. to a pharmaceulcal conn)o,itlon oonwrtsing (a) plpan>peron. 
Z Z a 5^1A (sector* 1A ■eoep.O agonls. preferat-y chosen ^ 
eonslsH-H, of *ll«05. zabsplrone. xaH»oden. WM)13 (also Imown as OPC-A^ 

EMD ^ buspl».«. bup«p.cn (pmfevably controlled release '-"^^ ^ 
mo» P^-^mbly -P^den. sa..«>.an, gepi^n. ^^^^ 
(predbly controlled release fcmn,la«on), or a prodrug or an act». mrtabolte m-eol 
rn«"™«*a,.y acceptable salt *e«of, as a con««d P»P»*.n ^ 
luHalus,sepa*eorse,uenWus.*».«athgth.und«lym,««^ 

d^sel or r^sorder v^c*. 1. cho«n ftom th. group of or 

ILlstlng of mood disoniers, anxlelydlsort-s. eall,«dl.<«der., p,em««ln»l s^rO^. 

n^tL d^ (excu-dlng ^ ^ "^^""^ 

seKual and gender dta«d»e, sleep ^>»o^ «»«>">«« 
c^ di^ -lo^ dl^^ie,. «.b..an»««ed disorder, person^.^ 
^Zrt^ beha^ur. b»««en»nt, occupational prob.«n, pnAlems related to 
rn^C:^ pam d.so.d«. ^ Ol-se. s^--;^^^- 
!l.ntt. v-cular d«nenlla. demenHa due to HIV disease d«nentla due to hi^ 
^ZTi^ due to Parkinson Disease. demenHa due to Huntington 
"ZZ^^ Olsease. den»* due to C«u«eldWacob »nne^ 
due to a general medical comMon. substance*duoed perslslmg arnnestc 
Z^. 1 -n^"-* dl.on.er. other co^«« -.«Hd- and Pa,.»»on 



5 



The p«s«,. inven^on also «latos to a pl«ma««lloal "-^^ "'^'^'^ 
^ plpamparon is provided in a unllanr dose of between 6 and IS n« of «« 

^^and When*. >^ ("^ 1A -cepto.) .9on« Is xaHptoden. 
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The present invention also relates to a phartnaoeuBcal composition as described above 
wherein pipamperon is provided In a unitary dose of between 5 and 15 mg of the acBve 
ingredient and wherein said 5^1A <se,otonln lA receptor) agonist is bupioprw>n 
(controlled release fbm^ulation). preferably provided in a unltaiy dose of between 1 50 and 
450 mg of the adKre ingredient 

The present Invention atso relates to a phannaoeutical composition as described above 
wherein pipamperon Is provided In a unitary dose of between 5 and 15 mg of the acUve 
ingredient and wherein said S-HTIA (serotonin 1A receptor) agonist Is geprone. 
preferably provided In a unltaiy dose off between 20 and 80 mg of the active IngredlertL 

^hin^onther^n --^*'- " fi.HT1Afsemtonln 1A receptor) antaqonlst compound 
The mental disorders which can be treated using compounds having a high selecl«re 
affinity for the 5-HT2A and D4 receptor, for Instance pipamperorx In a corrblnation therapy 
with a 5-1^1 A (serotonin 1 A receptor) antagonist compound, are chosen from the group 
of diseases or disorders consisting of mood dlsoidera. amdety dlsordeis. eating dteoj^«. 
premenstrual syndr^ne. somatofbmi dlso«lers (excluding paln ^J«»^^ j^^)^ 
disorders, dlssodellve disorders. s«c«al and gender dlsordeis. adjustment disorders, 
impulse control disorders, substance^lated disorder, personality diso^iers. antisoaal 
behaviour, bereavement, occupational problem and problems related to abuse or neglect 

The present inver^ort thus, relates to the use of pipamperon or a phamnaceutically 
acceptable salt thereof for the preparation of a medicament for ^^^^^^^^'^^ 
emotion dysregulation off a non<«gnitIve mental disease or disorder selected liom the 
group Of diseases and disorder. cor^isUng of mood disorders. an»e^ '^^^.^^ 
dlso^ers. premenstrual syndrome, somatofom, disorders (excluding pam d^rd«s) 
factitious disorders, dissociative disorders, sexual and gender dlsorde«^ a<«ustm^t 
disorders. Impulse control disorders. atler«on.Ieficlt disorders ""T^Z 

, Lr^r, personality disoniers. anUsodal behaviour, bereavement occupational probtem 
and pn^bLs related to abuse orneglea characterized In that pl^pejon or ^d 
pharmaoeutically accepteble salt thereC Is -^^ '^"^^^^^ 
from or prior to the admlnlstratton of a 54iT1A antagonist compound to ^^S^^^^ 
effect or to p^vlde a 1^ onset off the therape^ efffect of sa. 5^T1 A 

5 antagonist compound, further charaderi«d in that pipamperon Is to be admlnetered to a 
pattent In a dall/ dose ranging between 5 and 1 5 mg of the active ingredient 
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According to a p-eferred embodlmer*. the Invention relates to the uses as described 
above v/herein said 5-HT1A antagonist compound Is chosenfrom the group oonslsBngof 
robal«)tan tartrate hydrate and NAre99 or a prodrug or an acdve metabolite thereof, or a 
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The invention also relates to a phamiaoeutlcal composition comprising (a) plpamperon. 
and (b) a 5-HT1A antagonist, preferably chosen from the group consisting of robalzotan 
tartrate hydrate and NAD299. or a pionftrug or an acUve metabolite thereof, or a 
pham^ceuBcally aoceplable saR thereof, as a combined preparation for simultaneous 
separate or sequential use for treating the undertying emotion dysregiilation of a nonr 
cogniave mentel disease or disorder which is chosen from the group of diseases or 
disorders consisting of mood disorders, anxiety disorders, eating dlsordeis. premenstoial 
syndrome, somstofbmi disorders (excluding pain disorders), factitious dlsorde^ 
dissociative disorders, sexual and gender disorders, adjustment disordeis. Impulse control 
disorders. attenticn<leficit disorder. substance^Blated disorder, peraonallly disorders 
antisocial behaviour, bereavement. occupaUonal problem and problems related to abuse 
or neglect 

..^K.».«nntherar>v r^^*- '^MTiR r^rotonin IB r^oD antagonist compound 
The mentel disorders which can be treated using compounds having a high s^ectve 
affinity for the 5+fr2A and D4 receptor, for bistence pipamperoa in a combination therapy 
with a 5-KriB (senitonln IB receptor) artagonlst compound, are chosen from the group 
of diseases or disorders consisting of mood disonJers. anxiety disorders, eating d^sordeis. 
premenstrual syndrome, somatofbmi disorders (excluding pain disonlers). fac^ous 
diso«te.B. dissociative disorders, sexual and gender disorders, sleep d»o.dere. 
ad^m disorders, impulse control disorders, substance^tated dteorder perso^^ 
disorders, antisocial behaviour, bereavemert. occupational problem and probtems .elated 
to abuse or negtect 

The present invention thus relates to the use of plpamperon or a phannaceufically 
accepteble salt thereof for the preparation of a medlcamert for ^'^^^J^ 
emotion dysregulatlon of a norw»gnitive mentel disease or disorder sheeted from ^e 
g«>up of diseases and disorders consisting of mood disorders, anxiety diso«lers. eabng 
disorders, premenstnial syndrome, somatofomi disorders (exdudlrig pah d^orders). 
fadittous dlsordeis. dlssodailve disorders, sexual and gender disorders, sleep disorders 
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adjustment disorders, impulse confrot disordeis, attentlorHleflclt disorders, substence- 
related disorder, personality disorders^ anfisod^ beltavlour, t>ereavement. occupational 
problem arwl problems related to abuse or neglect, characterized In that pipamperon or 
said phamtaceuticaily acceptable salt thereof Is admWstBTBd simultaneously \wtth, 
s^arate from or prior to tfie administration of a 5-HT1B antagonist compound to augment 
ttie tiiers^utic effect or to provide a taster onset of fte tfierapeuttc efiecft of sarfd 5-HT1B 
antagontet compound, further diaraclertzed in that p^mperon is to be administered to a 
pattent in a dai^ dose ranging between 5 and 1 5 mg of the active lngrediet\L 

According to a preferred ^nbodiment. the InvenBon relates to the use as described atx>v^ 
wherein said 5-HT1B antagonist compound is ctiosen from the group consisting of 
eizasonan, AZD1134 and AR-A2, preferaijiy elzasonan, or a pro-drug or an active 
metabolite thereof, or a pharmaceutically acceptable salt thereof. 

The Invention also relates to a phannaceuScal compo^lon comprising (a) pipamperon, 
and (b) a 5-HT1B antagonist, preferably chosen from the group oon^stlig of elzasonan. 
A2D1 134 and AR-A2, preferably elzasonan, or a pro-dnjg or an active metaboltte ttiereof, 
or a phamiaceuHcaily acceptable salt thereof, as a combined preparalton for 
simultaneous, separste or sequential use for treating the underlying enru^n dysregulation 
of a non-cognlfive mental (fisease or disorder which is chosen from tiie group off diseases 
or disorders consisting of mood disordeis. anxiety disorders, eating disorders, 
premen^rual syndrwne, somatoform disorders (excluding pain disorders), factitious 
disorders, dissociative disorders, sexual and gender disordeis. sleep disorders, 
adjustment disorders, impulse control disorders, attention^leficit disorders, substance- 
related disorder, personality disorders, antisocled behaviour, bereavement, occupational 
problem and protjiems related to abuse or neglect 

6: combinationtf^erapy wiflt a 5-HT2B (serotonin 2B receptor^ anta gonist compound 
The mental disorders which can be treated using compounds having a high selective 
affinity for tiie 6-HT2A and 04 receptor, for fnstenoe pipamperon In a combination therapy 
with a 5-HT2B (serolonlh 2B receptor) antagonist cortpound, are chosen from the group 
of diseases or disordere consisflng of mood disorders, arodely dlsofders. eating disordeis, 
premenstrual syndrome, somatofoim disorders (excluding pain disorders), fecBBous 
disordeis, dissociative disorders, sexual and gender disordeis, sleep disorders, 
adjustment disofders, impulse control disordera, substance-related disorder, personality 
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disorders, antisocial behaviour, bereavement, occupational prpbtem, problems related to 
abuse or neglect and pah disortiers. 

The present invention thus relates to the use of plpamperon or a phamiaceutically 
5 acceptable salt thereof for the preparation of a medlcamert for treating the underiying 
emotion dysregulaflon of a non^riitiVB mental disease or disorder selected from the 
group of diseases and disorders consisting of mood dlsonJers, anxiety disonders. eating 
dlsoidere. prefnenstnial syndrome, somatoform disorders (excluding pain disorders), 
factitious disorders, dissociative disorders, sexual and gender disorders, sleep disorders. 
LO adjustment dlsonJers, Impulse control disonlere. substance-related disorder, personality 
disorders, antisocial behaviour, bereavement, occupational problem, problems related to 
■ abuse or-neslect, characterized in that plpamperon or said pharmaceuBcaliy acceptable 
salt thereof is administered simultaneously with, separate from or prior to the 
admlrtstratlon of a 5-HT2B antagonist compound to augment the therapeutic effect or to 
15 provide a faster onset of the therapeutic effect of said 5-HT2B antagonist compound. * 
further characterized In that pipamperon Is to be administered to a pattent in a dal(y dose. 
rar^ing between 5 and 15 mg of the active ingredient 

The present invenllon thus relates to the use of plpamperon or a phamnaoeuticaily 
20 acceptable salt thereof fbr the preparation of a medicament for treating the underlying 
emotion dysregutatlon of pain disorders^ characterized in that plpamperon or said 
phamiaceutically aoceptaWe salt thereof is administered simultaneously with, separate 
from or prior to the administrallon of a 5-HT2B antagonist compound to augment the 
therapeutic effect or to provide a faster onset of the therapeutic effect of said 5-HT2B 
25 antagonist compound, further charact^ed in that pipamperon is to be administered to a 
patient in a daily dose ranging between 5 and 15 mg of the active ingredfenL 

According to a prefened embodiment, the Invention relates to the uses as described 
above, wherein said 5^HT2B antagonist compound is agomelatfrie or a pr«><lnjg or an 
30 active metabolite thereof, or a phamiaoeulically accepteWe salt thereof. Preferably, 
agomelatine is to be administered in a daOy dose ranging behweerf 25 and 50 mg of the 
active ingredient 

The invention also relates to a phannaoeuHcal composifion comprising (a) plpamperon. 
35 and (b) a S-HTTCB antagonist, preferably agomelatine or a preninig or an active metabolite 
thereof, or a phamiaceuHcally acceptable salt thereof, as a combined preparation for 
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simmtaneous. separ^e or sequential use for ireating the underlying emotion dysregulafion 
of a mental disease or disorder which Is chosen fiom the group of diseases or df sordeis 
consisting of mood disorders, anxiety disorders, eating disorders, premenstmal syndrome, 
somatoform disorders (excluding pain disordersX facWIous disoiders. dissodaBve 
5 disorders, sexual and gender disorders, sleep dlsoidere, adjusbnent disorders. Impulse 
control disorders, substance-related disorder, personaTity disorders, antisocial behaviour, 
bereavement. occupationaJ problem, problems related to abuse or neglect and pafn 
disorders. 

10 A pharmaceutical compositlof» as described above wherein plpamperon Is provided In a 
unitary dose of between 5 and 15 mg of the active Ingredient and wherein said 5.HT2B 
antagonist Is agomelatme^ preferably provided m a unltaiy dose of between 25 and 50 mg 
of the acUve ingredient 

15- 7- combination th«rapv with a 5-HT 9C (serotonin 2C receptor) antagontet compound 

The mental disorders which can be treated usbig compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instance pipamperorv in a combination therapy 
with a 5-HT2C (serotonh 2C receptor) antagonist compound, are chosen from the group 
of diseases or disonders consisting of mood disorders, anxiety diaordeis. eating disorders. 

20 premenstrual syndrome, somatofomi disorders (excluding pain disoideis), factitious 
disorders, dissociative disorders, sexual and gender disorders, sleep disorders, 
adjustment disorders; Impulse control disorders, substance-related disorder, personality 
disorders. anUsocial behaviour, bereavement, occupational problem, problems related to 
abuse or neglect and pah dlrordeis. 

^ The piBsent invenfion thus relates to the use of piparnperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medicamenl for treating the underiylng 
emotion dysregidation of a norvcognifive mental disease or disorder selecied from the 
group of diseases and-dlsoixlers conslstlng-of mood disorders, anxiety disorders, eating 
30 disorders, premenstru^ syndrome, ^^^orm disorders (excluding pain disorders). 
factlUous disorders, dissociative disorders, sexual and gender disorders, sleep disorder^ 
adiustmenl disonJers. Imputeercontroi-dlsoiders. subslance^laled disonter. personality 
disorders, antisocial behaviour, bereavement, occupational problem, problems related to 
abuse or neglect characterized In that piparnperon or said phamiaoeiilcaHy acceptable 
35 salt thereof is administered simuitaneously with, separate «iom or prior to the 
• administralion of a 5^C antagonist compound to augment the therapeutic efftect or to 
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prwide a faster onset of the therapeutic effeot of said WtT2C antaflonlst confound, 
tether oharaderized In that pipamperon Is to be admintsteredfo a patient m a da«f dose 
ranglns between s and 15 mg of the active Ingredent 

The present Invention thus relates to the use of plpan^eron or a phannacwBcany 
accepttWe salt thereof for the praperaUon of a n»dicanr«rt fbr ttealina the underlying 
emotion dysregulaaon of pain diso«lers. cha«=»H«d In thai pipampe™, or 
phannaceutlcally acceptable salt thereof i. admWstwad sln„«aneously wlih, sapa>a^e 
son, or prtor « the adnJnlst««on of a WfTW -itagorist oon,pou,«l to augn»r^ 
««,paullc efcct or to provide a faster onsrt Of the theiapeuBc effect Of said 

amagonM compound, further characlarteed In that pipamperon .s to be adnumstered to a 
paBert in a dan/ dose «i.«ino b«lv«een 5 and 16 ma cf the active hgrediant 

Acocdlng to a prefened embodiment, the »went!on relates to the uses as d^bad 
above v^erelnsaidS+mcantagoniStcompoundlschosenfrcmthegnoupconstetmoof 

SB 2^3213 and agomelatine or a pro^ or an active m«rt»«. ^' 
pham«ceutically eceeplable saHthereof. Preferably, agomatatmelste b.admlnlsto.«» m 

a deny dose ranging between 25 and 50 mg of the active ingiedlant 

The invention also «l«es lo a pl«maoeu,teal oompo-Hon '""^^J^^^ 
and (b) a Wff2C antagonist, prolan-* chosen *om the group consl.l.ng of SB 24^« 

1 agomala*,. or a pro^K, or an aC. met.bo«e *er«.. or a P-^-™-^' 

acoepL sa. th««*. as a con«n«l p»pa«llon for "^'^'^■^1" 
se<J«« u«, Ibr t.««ng th. und«l,lnB emoton dysrsgulatlon of a mental disease « 

dlsldar 1. cho.-, *on, the gn«P Of di»a^ or ^ ""^'^'ZlZl 
dLd-s anxiety <«sonJer* eating disorders. p.emens.n.al syndrome. somatoHorm 
r^'cei:::^^ pain d^ntere). factitious ^e,. dissociate. 
^ ^ disorders, sleep disorders, adiustmer. disorders. l.npul« conho. d,8«d«* 

ILeretated disorder, parsonanty disonie.. 
> <«^n.ipn.bl»n.p.obl«na,elalod«.abu»orneglec.andp«indisonia,a. 

The present invention also «lale. to a phamnacautical compo-lon a. d.«»««« above 
IJlr^n pipamperon is pn»lded m a ««a,y dose of b««.en 5 and 1 5 mg of the a*va 

errand v^erem said ^ antagonl* I. agomel-in.. pr-^raNy provded m a 
5 unllarydo8oolbetwoen2Sand50msofthea<Jlveingiedlert. 
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8: combination therapy with a S-'HTS (serotonin 3 receptor) antagornst compound 
The mental disorders which can be treated using compounds having a. high selective 
affinity for the 5-HT2A and D4 receptor, for Instara^ ptpamperori, In a corhbinafion tfierapy 
with a 5+173 (serotonin 3 receptor) antagonist compound, are substance-related 
5 disorders. 

The present Invention thus relates to the use of pipamperon or a phamiaceuHcally 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of substance-related disorders, diaracterized in that pipamperon or 
10 said phaimaceutically acceptable salt thereof Is administered simultaneously with, 
separate from or prior to the administration of a 5-HT3 antagonist compound to augment 
the therapei^c effect or to provide a faster onset of the flierapeutic effect of said 5-HT3 
antagonist compound, further characterized In that pipamperon is to be admlnfstored to a 
patient in a daily dose ranging between 5 and 15 mg of the active ingredient 

15 

According to a preferred embodiment, the invention relates to the use as described abaste^ 
wherein said 5-HT3 antagonist compound is ondansetron or a pro-drug or an active 
metabolite thereof, or a pharmaceuHcally acceptable salt thereof. Preferably, ondansetron 
is to be administered in a dai^ dose ranging between 8 and 32 mg of the acSve 
20 Ingrecfient. 

The Invention also relates to a pharmaceutical composition comprising (a) pipamperon, 
and (b) a 5-HT3 antagonist preferab^ ondansetron or a pro-drug or an active metabol'te 
thereof, or a pharmaceuBcally acceptable salt thereof, as a combined preparation for 
25 simultaneous, separete or sequertial use for treating the underlying emotton dysregulation 
of substance-related disorders. 

The Invention also relates to a phannaoeuflcal composition as descifbed above wherein 
pipamperon is provided In a unitary dose of between 5 and 15 mg of the active Ingredient 
30 and whernln said 5-HT3 antagonist te ondansetron, preferably provided In a uititary dose 
of between 8 and 32 mg of the acGve Bigredierl 

9: combination therapy with a 5-HTS (serotoni n 6 receotor) antaoonbt compound 
The mental disorders which can be treated using compounds having a high selective 
35 affinity for tfie 5-HT2A and D4 receptor, for instance pipamperor% in a combination flierapy 
with a 5-HT6 (serotonin 6 receptor) antagonist compound, are chosen from the group of 
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diseases or disordeis consisting of Alzheimer Disease, substanoe-related persisting 
dementia, vascular dementia, dementia due to HIV disease, dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, demertia due to Creutzfekft-Jacob Disease, amnestic 
disorders due to a general medical condition, substance-Induced persisting amnesiic 
disortter, mild cognitive Impalrmert dlsorderand other cognitive dlsaders. 

The present Invention thus relates to the use of pipamperon or a pharmaceutlcally 
acceptable salt thereof for the preparation of a medlcamert for treating the underlying 
emotion dysregulation of a cognltivo disorder selected from the group of diseases and 
disorders consisting of Alzheimer Disease, substance-related persisting dementia, 
vascular dementia, dementia due to HIV disease, dementladue to head trauma, dementia 
due to Parkinson Disease, dementia due to Huntington Disease, dementia due to Pick 
Disease, dementia due to Creutzfeldt^acob Disease, amnestic dlsordere due to a general 
medical condition, substance-induced persisting amnestic disorder, mild cognitive 
impairmenl disorder and other cognitive disorders. characlBrized In that pipamperon or 
said phamiaceutlcally acceptable salt thereof Is admlnlslBred simultaneously with, 
separate from or prior to tiie administration of a 5-HT6 antagonist compound to augment 
the therapeutic effect or to provide a fester onset of the therapeutic efiect of eaki S-HTB 
artagontet compound, further characterized In that pipamperon Is to be administered to a 
patient In a dally dose ranglis between 5 and 15 mg of the active Ingredient 

According to a prefened embodiment, the Invention relates to the use as described abovQ 
wherein said 5-HT6 antagonist compound is chosen from the group consisting of SB- 
271046, 742457 and 271046 or a pro-drug or an active metaboHte thereof, or a 
pharmaceuUcally aoceptattle salt thereof. 

The invention also relates to a phamiaceufical composftlon comprising (a) pipamperon, 
and (b) a 5-Hr6 antagonist prefsrably chosen ftom the group oonslsfing of SB-271046. 
742457 and 271046 or a proKlrug or an active metaboHle thereof, or a phamiaoeuBcally 
acceptable salt thereof, as a combined preparation for sftnultaneous, separate or 
sequential use fbr.treating the undertying emotion dysregulation of a mental disease or 
disorder whteh Is chosen fiom the group of diseases or disorders consisting of Alzheimer 
Disease, substance-related perelsUng dementia, vascular dementia, dementia due to HIV 
disease, demertHa due to head trauma, dementia due to Parkinson Disease, dementia 
due ID Huntington Disease, dementia due to Pick Disease, dementia due to Creutzfeldt 
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Jarob Disease, amnestic disorders due to a general medical condition, substance- 
Induced per^sUng amnestic disorder, mild cognitive impaimnent disorder and other 
cognitive disorders. 

5 10: combinationttierapv witii an acetylcholinesterase tniitoitor compound 

The mental disorders which can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instance pfpamperon, in a combinafion therapy 
with an acetylcholinesterase inhibitor compound, are chosen from the group of diseases 
or disonders consisting of Alzheimer Disease, substance-related persisting dementia, 

10 vascular dementia, dementia due to HIV disease, dementia due to head trauma, dementia 
due to ParWnson Disease, dementia due to Huntington Disease, dem^tia due to Pick 
Dteease, dementia due to Creutzfeldt-Jacob Disease, amnesfic disorders due to a general 
medical condition, sut)$tanoe-induced persisting amne^'c disorder, mild cc^nlQve 
Impairment disorder and other cognBive disorders. 

15 

The present invention thus relates to the use of pipamperon or a phannaoeutically 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of a cognitive disorder select from the group of diseases and 
disorders consisting of Al2dielmer Disease, sut>stance-related persIsGng dementia, 

20 vascular dementia, dementia due to HIV disease, dementia due to head traurvia, dementia 
due to Parkinson Disease, dementia due to Huntington Disease, dementia due to Pick 
Disease, dementia due to Creutzfeldt-Jacob Disease, amnestic disorders due to a general 
medical condition, substance-induced persisting amnestic disorder, mild cognfMve 
impairment disorder, other cognitive disorders, characterized In that pipamperon or said 

25 pharmaceiflcally acceptable salt therec* Is administered simultaneous with, separate 
from or prior to the admlnistraQon of an acetyteholhesterase Inhibitor compound to 
augment ti^e therapeutic effect or to provide a fastsr oriset of the therapeutic effect of said 
acetylcholinesterase inhibitor compoundp further charactertzed in that pipamperon to be 
admirdstered to a patient in a daily dose ranging between 5 and 15 mg of the active 

30 Ingredient 

According to a prefened en*odimert, the inverfion relates to the use as described abov^ 
wherein said acetyfchoOnesterase Inhibftor compound is chosen from the group consisting 
of tacrine, rivastigmine tartrate, rivastlgminev physosfigmlne, phenserine tartrate, 
35 metrifonate, huperzlne A, galantamine (preferably extervjed release fonmulation), 
donezepU, dichlorvos and anseculln hydrochloride, preferably tartrate, or a pro-drug or an 
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adive metabolite thereof, or a pharmaceuficaily acceptable salt thereof. Preferably, 
ilvastigmine tartrate is to be administered in a da3y dose rangir^ between 3 and 12 mg of 
tfie active Ingredient Preferably, phensertnetartrale is to be administered in a daily dose 
ranging beftween 20 and 30 mg of tfie acBve Ingrecflent Preferably, galantamine 
(extended release formtdafion) is to be administered in a daily dose ranging belvween 8 
and 24 mg of the active ingredient 

The invention also relates to a pharmaceufical composition comprising (a) pipamperon, 
and (b) an acetylcholinesterase Inhibitor, prefercdbly chosen from the group conslsflng of 
tacrine, rlvasfigmine tartrate, rivastigmlne, physostigmine, phenserine tartrate, 
meirlfonate, hupenrfne A, galantamine (preferably extended release formulaHon). 
donezepll, dichlon/os and anseculin hydrochloride, preferably tartrate, or a pro-drug or an 
active metabolite thereof, or a phamtiaceufically acceptabte salt thereof, as a combined 
preparation for simultaneous, separate or sequenfial use for treating the underlying 
emotion dysregulaflon of a mental disease or disorder which is chosen from the group of 
diseases or dlsordeis consisting of Alzheinter [)isease. sidistenoe-related persisting 
dementia, vascutar dementia, dementia due to HIV disease, dementia due to head 
trauma, d^nentia due to Paridnson E>isease, demeitiia due to Huntington Disease, 
dementia due to PIdc CHsease. demenSa due to CreutzfeldtJacob Disease, amnestic 
disorders due to a general medical condition, substance4nduoed persisting amnesfic 
disorder, mild cognitive impairmeri disorder and other cognitive disorders. 

The invention also relates to a phannaoeutiral composWon as described above wherein 
pipamperon is provided in a unitaiy dose of between 5 and 15 mg of the active Ingredient 
and wherein said acetylcholinesterase inhibitor is rivastigmlne tartrate, preferably provided 
in a uniteiy dose of between 3 and 12 mg of ttie active ingredient 

The invention further relates to a pharmaceutical composition as described above wherein 
pipamperon Is provided In a unitary dose of between 5 and 15 mg of the active Ingredient 
and wherein said acetyfchollnesterass Inhibitor is phenserine tartrate prefsrab^ provided 
In a uniteiy dose of tetween 20 and 30 mg of the active ir%pfe(fient 

In addition, the invention relates to a phannaceuflcai composition as described above 
wherein pipamperon Is provided in a unitary dose of between 5 and IS mg of *e active 
ingredient and wherein said acetylchoBnesterase inhibitor is galantamine (preferably 
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extended release formulattonX preferably provided In a unitary dose of between 8 and 24 
mg of the active ingredient. 

1 1 : combination therapy with an adenosine A2a feceptor antagonist compound 
5 The mental disorder which can be treated using compounds having a high selective 
affinity for the &-HT2A and D4 receptor, for instance pipamperoni In a combination therapy 
with an adenosine A2areceptor antagonist compound, is Parkinson disease. 

The present invention thus relates to the use of pipamperon or a phamnaceutically 
10 acceptable salt thereof for the preparation of a medicamertt for treating the underlying 

emotion dysregutation of Parldnson disease, characterized in that pipamperon or said 
' phannaceuticaliy acceptable salt-^ttiereof is administered simultaneously with, separate 

from or prior to ttie administration of an adenosine A2a receptor antagonist compound to 

augment the therapeutic effect or to provide a faster onset of the therapeutic effect of said 
IS adenosine A2a receptor antagonist compound, further characterized in thai pipamperon is 

to be administered to a patient in a dally dose ranging between 5 and 15 mg of the active 

ingredient 

According to a preferred emtx>diment. the inventton relates to the uss as described above^ 
20 wherein said adenosine A2a receptor antagonist compound is KW-60a2 or a pro-drug or 
an active n^bolite thereof, or a pharms^uScaBy acceptable salt thereof. Preferably, 
KW-6002 Is to be admlnistaied In a daDy dose ranging between 40 and 80 mg of the 
active Ingredient 

25 The invention also relates to a pharmaceuflcai composition comprising (a) pipamp^n, 
and (b) an adenosine A2a receptor antagonist preferably KW-6002 or a pro-drug or an 
active metabolite thereof, or a pharmaceutically acceptable salt thereof, as a combined 
preparation for simultmeous, separati^or sequential use for treating the underlying 
emotion dysregulaiBon of Paridnson diseasa 

30 

The invention also relates to a pharmaoeutfcal composition as desciit>ed above wherein 
pipamperon is provided in a unitary dose of between 5 and 16 rr^ of the active.ingredient 
and wherein said acetylchoBnesterase fntvbltor is KW-6002. preferably provided In a 
unitary dose of between 40 and 80 mg of the active tngredierl 

35 
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rywnblnatfon «h^raDvwith an fldreneroic transmHter releaser 
The mental disorders v^i..ch can be treated using compounds having « "9^;^^ 
affinlfer for the 5.HT2A and D4 receptor, for instance pipampeiorx In a combination therapy 
with an adrenei^c transmitter releaser, are chosen from the group «rf diseases or 
disorders consisting of mood dlsorfers. anxiety disonlers. eating disorders, pmmen^nial 
syndrome, somatoform disorders (excluding pain disorders), factitious disorders. 
^Ldatlve disorders, sexual and gender identity disorders, atfjustment disorders, 
impulse control disord^. personafity disorders, bereavement, occupational pmblem. 
problems related to abuse or neglect and pain disorders. 

The present Invention thus relates to the use of pipamperon or a pham«o«itlcally 
acceptable salt thereof for the preparation of a.„«dlcamert for ^^^'^^^^^'^'^ 
emotion dysregulatlon of a non^^gnitive mental disease or disorder selec^ from «.e 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 
^^.ders. premenstn^a. syndrome, somatotom. dlsord«. t-;^"-^^^ 
factlUous disorders, dissociative disorders, sexual and gender lden«y dlsorde^. 
adjustment disorders, ^npulse control disorders. ^^^"^^J^^^, 
occupational problem and problems elated to abuse or neglect. ^^^^ 
plpa^ron or said phannaceuHcalV acceptable salt thereof Is adnvnlstered 
'JmZeously ^ sap^e irom or pHor to the admlnlstra«on of an ad^r^^c 
transmitter ..leaser compound to augment the therapeu«c etfoct or to P-lde ^^^^ 
onset of the therapeutic effect of said adrenergic transmitter releaser cornpound. furth^ 
nc,^edinthatpipampe.onlstobeadn«nteteredtoapatient.nadal,ydoserang.ng 

boMieen 5 and 15 mg ol the K«« 

The P««n. m»«tlon Ihu. ..law to PlP«^ 

«„Jon <ly«»gu«lon o» pain dteorfe,* *aiacte*ed In that plpamperon or »rf 

^ ad„La«i to a patonl . da* -o» «ntfn8 b«««n S 15 ma «*" 

fngredtent 



35 
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According to a preferred embodimerftt the invention relates to the uses as described 
above* wherein said adrenergic transmitter releaser compound is pipoxazob or a pro-drug 
or an active me^bolite thereof, or a pharmaceutically acceptable salt thereof. Preferably, 
pIpoxazDie is to be administered In a daSy dose ranging between 30 and 60 mg of the 
5 active ingredient 

The invention also relates to a pharmaceufical composition comprising (a) plpamperon, 
and (b) an adrenergic transmitter releaser, preferably pipoxazoie, or a pro-drug or an 
active metaboBte thereof, or a phOTnaceutically acceptable salt thereof, as a combined 

10 preparation for simultaneous, separate or sequenHai use for treating the underlying 
emotion dysregulation of a mental disease or dl«>rder vMch Is chosen from ^e group of 
' diseases or disorders consisting of mood disoiders, anxiety disorders; eating disorders, 
premenstrual syndrome, somatoform disorders (excluding pain disorders), factitious 
disorders, dlssodattve disorders, sexual and gender Identify disorders, adjustnr^nt 

•15 disorders, impulse control disorders, personality disorders; bereavement, occupational 
problem, problems related to abuse or neglect arKi pain disorders. 

The Invention also relates to a pharmaceutical composition as described above wherein 
pipamperon Is provided in a unitary dose of between S and 15 mg of the active Ingredient 
20 and wherein said adrenergic transmitter releaser Is pipoxazole, preferably provided In a 
unitary dose of between 30 and 60 mg of the active IngredienL 

13: combination therapy with an alpha 1 adrenoreceptorantagoni^ 

The mental disorders which can be treated using compounds having a high selective 

25 affinity for the S-HT2A and D4 receptor, for instance plpamperoni in a comUnafion tiierapy 
with an alpha 1 adrenoreceptor antagonist, are chosen from the group of diseases or 
disorders consisting of mood disorders, anxiety disorders, eating cfisorders, premenstmal 
syndrome, somatoform disorders (excbfding pain disorders), factitious disorders, 
dissociative disorders, sexual and gender Identily disorders, sleep disorders, adjustment 

30 disorders, Imfnilse control disorders, personally disorders, bereavement, occupational 
' problem, problems related to abuse or neglect, pain disorders and Parldnson disease. 

The preser* Invention tiius relates to the use of pipamperon or a pharniaceuticaHy 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
35 emotion dysregulation of a non-cognitive mentel disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 
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*ortws. premensmia. syndracne. somatoform disorders (excluding pah dl50«te„). 
bo«lous dlsord«s. dissooiasva disorders, sexual and serKlsr IdertBy dte«*r8. 
disorders, sdlusd„ant disorders. Impulse con«,l disorders. pe,so,»«y d«orde«. 
be^avemert. ocoup^nal problem and proWem. related to abuse or 
5 Characterized In that plpamperon or said pl«m»ceutioalV acceptable saK there^ « 
administered simultaneously with, separate «om or prior to the «lmWsl-allon a alpha 1 
a^nore^plor antagonis, compound to au8n«* the «»,apa-lc ellsct or to provide a 
tester onset of thetherapeulloeffeot<rfsaidalpha1ad«.«reoept«ra,*^co^^ 
ftrt«r charactertzed in that plpampert^ I. te be admlntetered to a patler* in a da»y dose 

10 ranglngbetv«Ben5and1Snigoftheadiveln8tedient 

. The present irwentlon thus relates to the use of plpa.npe.on «r a pham«K«^ 
aeceptebte «« thereof for the prepa«»on of a medicament lor treating the underl,,.^ 
emotion d,«egu.rton of pah. disorders, cha«ctertzed in that plpamperoo or sarf 

,5 rr^cerL^ acceptable salt thereof IS admWste,edslmu«aneouslyw«h.sapa^ 
prior to L admlnis^atton of an alpha 1 adrenorecet^r antego* 00^^ 
lomentLtherapeutIo effort or to provideafaeteronsetofthetha.epeut,o.lM 

ZrlnoJ^oran.,gonlstccmp«u^..U*.r*ar«^^*^^^ 

to be adn*ntete«d to a patient in a dally do«. ranging betveen S and IS mg of the acve 

20 IngredSent 

The present Inwntlon thus r*to» to the u«, of pipamperon cr a P'«™««"«^ 
I^bte salt ther«* for the reparation - a medlcamer* fOr treeing the under^ 
««L dys«gul-ton of PaHdn«« dl.««. charactedzed in that plp»npe,on or ^d 

« r^Sacoeptebte eat. mare.. IS adml.*te.ed simultaneously ,*,s^ 
Cn*^toLadminis,rat.ono.anelpha1ad.eno«ce^rantegon»stcon^ 
r„:j^th«apeu,.ce,iec.ortop,ov«eatostor«.setof««ths.3peutl.-^^ 

a*Ll .d.e«o,««ptoran.agcnis.compound.ft.r.heroh-ao.e,^^.M.pl^^ 
*be«»nlnl.to™dtoapa,ten.lnada.ydose«n!*ngbel»eenSand16m».flheactl« 

30 Ingredient 

Accortlng to a preferred embodiment, the tm»n8on relates to the use. a. d«crtbad 

^ Ireh said alpha 1 adrenorecep^r a,*agon« co™p«,nd choeen 

g^ consb.ng Of SDZ ^M 08S and lte.»»«-. or . pr^frug or an actl« meteb.«e 

35 ihereof.oraphannaceulicall/aooeptable8alltha»eof. 
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The !«»«*«. also relates to a phannaoeu«ca. composWon ocmprtslng (a) p.^P«on. 
am) (b) an alpha 1 adrenoreeeptor antegonW. preferably <*<«n ft«n «« group 
co>»leting of SDZ NVl 085 arxl (leslr»xan or a pnHirug or an a=a»e meteboBe thereof, or 
Jceu^can, acoeplable sal. *e„o,, as a confined prepai^n ^J--^^ 
separate or sequential use for treating the undertyhg «notlon dysregttoton of a n»nta^ 
r^orJrderv*«,.schos«..»om.h.iP».p.fd.«aseso,<««.«.e,.«^^ 
n«^ disorders, anxiety disorder*, aadng dl,o.d«>. premenstrual simdrane. eon.**m. 
disorders (exdud^rg ^ dbordere). f^<««ous dl«»d«* dlssoolaBve *o«ie,^ ^ 
and gender IdenMy dl««de>s. sleep dtsordere. adiustmeni disordere. Impulse «.n»ol 
rteolrs. pe,»,naltydl«»de« be,e»«n«*. «cupa.tonalp»blem. problem, related*. 
abusoornegleet.palndlsordersandPat«n8ondl8ease. 

^t«aonlhe -PY"<«' alpha ? ndr«nnreceplorantaflonigt 
L menW disorders «hW, can be treated us^ compounds h».ng » ^ 
efflrt6,tbrthe5+n^and 04 receptor, for instance plpamperor. in acomb«««^ 

!rtn ^ 2 edrenorecepta antagon«, are chosen ftom the group j-^" 
ZZ^c^ o, mood disorders. «^ ^ "TZ!^ 

premenstrual syndrome, soma^ r^^i^t^S^Ttt 

faCitous dteordere. dissodatl-e disonje,* »<ual «k1 T^TZ^ 

disoniers. adiustn«nt disorders, Impuls. oon*ol dl««ie.e. 

^:r«y dUrs. berea«m«* occup-lonal problem. pmbl«» rel-«. to or 

neglect and pain disorders. 

The pres.* twentlon *us relal.. to the us. of pipamperon or a Pham.>«u«oally 
; I^^sa. thereof »,r,h.p«P««.on of a medlcamert .or treating the ^ 

d,»e,ula«o„ Of a no«cgrt.lve merW disease or d^nter selec^ »^ 

Z^JZLs and dlsordere oons«»,, of mood ^>^-«^ O^*^ 
^ disoniers. disorders, premenstrual '^■'"^J^ 
palndisorde.s).fec«tousdls.rdere.dtesocia.l«a*.r*^««^^ 

0 sleep d^rs.adiustme,.d«.de»..™^|.^^ 

substance related disorders. parsonaBly dlsor^rs. b«ea«.nerfc oo«p-lon.l (Wbtom 
emblems related to abuse or nagle* oh«.cted»d .n ^ ''^^"^ 
LrmaceuBcelly aoeeplable salt thereof Is admlnlslsred rimultaneou* wilh. separate 
nn^^Tto «3<n..«*r, 0, a alpha 2 adrenore-,«r an.agon« compound to 

,5 !l,^'th.th«3p««oe..sc..rtop.ov.d...a«,ron,-o,.he,h.rep«.«o 
Zn^a*enorec^an.agonl.tcompound.»^chs««,Bad.n.W 
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to be administered to a patient In a daiJy dose ranging between 5 and 15 mg of the actrve 
ingredient. 

The present invention thus relates to the use of pipamperon or a phamiaoeutically 
5 acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregubtion of pain disorders^ characterized in that pipamperon or said 
pharmaceuticaliy accepteble salt thereof is administered simultaneous with, separate 
from or prior to the administration of an alpha 2 adrenoreceptor antegorast compound to 
* augment the therapeutic effect or to provide a faster onset of ttie therapeutic effect of said 
10 alpha 2 adrenoreceptor antagonist compound, further characterized in that pipamperon Is 
to be administered to a patient in a daiV dose ranging isebAfeen 5 and 15 mg of the active 
ingredient 

According to a preferred embodimerTl. the invention relates to the uses as described 
15 above, wherein said alpha 2 adrenoreceptor antagonist compound Is chosen from the 
group consisting of UK-14304, sunepltron, mlrtazeplne. idansan. fluparoxan, A75200 and 
(R)-A 75200, preferably sunepitron or idazoxani or a pro-drug or an acSve metabolite 
thereof, or a pharmaceuticaliy acceptable salt thereof. Preferably, Idazoxan is to be 
administered in a daily dose ranging between 5 and 40 mg of the atiOsiB Ingredtent 

20 

The invention also rotates to a pharmaceutical composition comprising (a) pipamperon, 
and (b) an alpha 2 adrenorecejfior antagon^t, preferably chosen from tfie group 
consisting of UK-14304, sunepitron, mirtezeplne. idazoxan, fluparoxan, A752C0 and (R)-A 
75200. preferably sunepltron or idazoxan, or a pro-drug or an active metaboDte thereof. 

25 or a pharmaceuHcally accepteble salt thereof, as a combined preparation for 
simultaneous, separ^e or sequential use for treating the underiying emotion dysregulation 
of a mental disease or disorder which is chosen from the group of diseases or disorders 
consisting of mood dlsctf^ders, anxiety disorders, psychotic disorders^ eating disorders, 
piemenstrua) syndrome, somatofomn disorders (exdudliog pain disorders), factitious 

30 disorderst dissociative disorders, eexua! and gender identity disorders, sleep disorders, 
adjustment disorders, fmpulse control disorders, substance related disorders, personalHy 
disorders, bereavemertr occupafional problem, problems related to abuse or r^glect and 
pain disorders. 

35 The Invention also relates to a phamraoeutical composition as described above wherein 
pipamperon is prodded In a unffaiy dose of between 5 and 15 mg of fl>e active ingredient 
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and Wherein said alpha 2 adrenoreceptor antagonist fs Idazoxan. prefeiably provided in a 
unltaiy dose of between 5 and 40 mg of the active ingtedient 

IS' comblnatlonth'^ranv with an AMPA receptor mediator compound 
The mental disorders which can be treated using compounds having a high selechve 
affinity for the 5-HT2A and D4 receptor, for instance pipamperon. in a connbination therapy 
with an AMPA (alpha-amlncha-hydroxy-S^sthyM-isoxazole propionate) receptor 
mediator compound, are chosen from the group of diseases or asorders consisting of 
mood disorders, anxiety disorders, psychotic disorders, eating disorders, premenstrtjal 
syndrome, somatofomi disorders (excluding pain disorders). fectiUous disorders, 
dissociative disorders, sleep disordeis. adjuslment dfeordeis. Impulse control disorders, 
pervasive development disorders, disruptive behaviour disorders, substance^elated 
disoriers. personaUty disorders, psychological factors affecting medical conditions. 
maKngenng. antisocial behaviour, bereavement, occupational problem, identity problem, 
problems related to abuse or neglect, pain disorders, delirium, Alzheimer Disease, 
substance-related persisting dementia, vascular dementia, dementia due to HIV disease, 
dementia due to head trauma, dementia due to Parkinson Disease, dementia due to 
Huntington Disease, dementia due to Pick Disease, dementia due to CreutrfeldtJacob 
Disease, amnesfic disorders due to a general medical condition, substance-induced 
persisting amnestic disorder, mild cognitive Impalmiert disorder and other cognitive 
disorders. 

The present invention thus relates to the use of pipamperon or a pharmac^ificaHy 
acceptable salt thereof for the preparation of a medlcamenl for treating the underlying 
emotion dysregulatlon of a non^ognltive mental disease or disorder selected from the 
group of diseases and disorders conslsttng of mood disorder, anxiety disorder^ 
psychotic disorders, eating disorders, premenstrual syndrome, somatofomi disorders 
(excludlrg pain dlsoiders). facfiBous disorders, dtesodafive disorder^ sleep disorders, 
adjustment disorders, impulse control disorders, pen/asive development disorders. 

► dismpuve behaviour disorders. s,^,stance«lated disorders. personaBty disorders, 
psychological factors affecting medical conditions, mallngenng. antisocial behaviour. 
berBavement. occupational problem, iderffity problem and problems related to abuse or 
neglect characterized in that pipamperonor said phamraceuticalty acceptable sallthereof 
is administered slmuitansously with, separate from or prior to the administration o^ an 

5 AMPA roceptor mediator compound to augment the therapeutic effect or to provide a 
faster onset of the therapeutic effect of said AMPA receptor mediator compound, further 
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Characterized In that pipampemn Is to be administered to a patient In a daily dose ranging 
tietween 5 and 15 mg of the active IngrediertL 

The present Invention thus relates to the use of pipamperon or a pharmaoeufically 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysreguiation of pain disorders, characterized In that pipamperon or ^d 
phannaceuttcally acceptable salt thereof Is admlnteteiBd simultaneously v^lth. separate 
ftom or prior to the administration of an AMPA raceptor mediator compound to augmert 
the therapeutic effect or to provide a faster onset of the therapeutic effect of said AMPA 
receptor mediator compound. fUrther characterized In that pipamperan Is to be 
admWsterad to a patient in a daily dose ranging between 5 and 15 mg of the active 
" ingredient 

Th, pre«mt nwertlon ««I8 lewes to the use of pipamperon or a pham.ae«iBcally 
; aooeptal*e««th«eorfcr the p«P«tkm of a n^dlcame* for treating the undert^^ 

emo«on dys^guiaion ot a cogni«« n«ntal dtee«e or dfeorter elected torn the groupot 
diseaaee «ri dlsonto. co.»lsSng ot dellrlura Abhelr,« Disease, substance«lated 
p.»Mlng iemerae, v«cular de.«r4le. <temer«la due to HIV disease. den«rtla du. to 
head trauir* demerrta duo to Parkirrson Disease, den».«. due to HunHr-gton Olsaaee^ 
a dementia due fc> Pick Disease, demertia due to C«u.*ldWaoob Dto«e^ «nn^ 
disorder due to a general nodical condition. «il»tance*duoed 
disonier. n,ild cognitive impaln„«t disorder and other oo,n«« cha^^ 
in .hat pipamperon « .aid phannao«*.ny ««pt.W. «« <hareof I. -"*«»™* 
ZJL^^ -^nWeWlon or "j^^J^^^"^ 

5 ,nedla.oroo,,^toaufl.na,*th.th..apeuioellsotort»p.ov«lea*«^^^ 
,h«.peUll=-.ac..f..»AMPAr.c.^n»d,^ccmpoun*iu,.herch«cte^ 
;SpJ^ te to be admlnwered *, a patto* in a daw dose ranging l»t«.n 5 ^ 

mg of the acflve Ir^redlert. 
«> According to a p,elenedem.«H«men!. the in«n«on relates to the uses as desortl*^ 
^leram sa« A^A receptor mediator compound is chose. f^J^ 
o, ampa^ne ORG.24448«X^19. ampa«ne OX-TIT. «npa«na <^ a,- 
Lpakine CX-Sie, preterai^ly ampaMne ORG 2444»0X^9, ..m»hne C3C.717 or 
CX^1, o^ proKln^ or an ac.l« matabo*. ««e.f. or a phannace^ 

35 acceptable alt thereof. 
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The InvenBon also relates to a phsm«eeutical composition comprtsing (a) pipampaon 
and (b) an AMPA receptor m«llalor. preferat* chosen fton, the group con^=«n9 of 
aJkLoRO 2444«0(*19, an,pal<.neCX.717. an-paklne CX^I and ampa.»neCX. 
516. prefemWy aippaklne ORG 24446/0X^19, ampaWne CX-717 or ampak^ OC^J . 
5 o, a p«^ or an ac«». melabonte thereof, or a pl«nnaceu.tealV a«ep^^ 
«»,e;. as a combined prepaiation lor sln««aneous. separate or ^^ ^X 
^ the underiying emotion dysreguladon of a mertal asease or disorder which 
Chosen Irem the gn^up of diseases or disorders conslsllng of mood disorders, anx^ 
disonJers. psychotic dlsonjers, eating dlsonleis, premenstrual syndrome. «>™<^ 

10 dlsontere (excluding pa», disorders). ..ctltlous dbordere. ^-^^ 
dlsonters. adiustmem dl.o,d«.. lmp*e cor-ol disorders. P«v.*« de«lop^ 

disorders, dlsn^ beha*ur dte«-«» s*-an=e«la.«. 'T^'o'!^ 
dlsorden,, psychologbal afb<«r« medfca. c«««=„s, 'x'^- 

,5 aLse or neglect, pain dlsonters. delWum. Alzheimer Disease. substen<«H^d 
p^,^dXJa.LcUardem.ntl..demen,ladue,oHlVd.s,ase.demen..adue.o 

d-nentla due to P««nson D^se. dementia due to Huntington 1^ 
^Za di» « PteK Disease, demertia due to CreutdeldWacc*, Dteease. amne*, 
due to a general medical condBon, eubs.ance4nduced pe,s«,ng amne«.c 
20 dteo,dar.mlldcoflnltlvelmpalm,e,<dlsorderando*ercog.«l«dlsadere. 

^hl,«Honlh.mn.r«llh amplietamin. compound . hioh selecJv. 

The mental disorriere «hl* can b. treated usha compounds having " 
aIi^f6rthe6.HT2AandD4rec.pt«.*.ln.*«P*«-P«»^»'»'»^*^ 
25 wiihanamphetamlneocmpound.area«BOtloi«lellcitdl8ordere. 

The present mention thus relates to the use of plp-m^- or a Pham^ceutony 
I^Ll* «« there- 16r the preparaoon of a medicamer* fer treating ^ 

t^:^^X«BgU,«onof -ten..*. de.X=<t ^^-^ P-P-"^""" 

tr^ZL^uttcaHy «>cep^ sal. ««.of Is admmMered '^"^^ 
tliri»om«p.lort..headmlnlst.a«onofanamphetam.n.comp««dto^^ 

Z^lfeTor «, previde a faster onset of the therepeuSc elteel of »d 

::^tloun.«:therchsrecterl.edlntha.p.an^^ 
.patlen.lnadallyd.seren9lngbelween5and15mgofthe«H|y.«8«dtert 



30 
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Accwdfng to a prefeired embodimert, the invention relates to the use as described abovQ 
wherein said amphetamine compound is methylphenldate (preferably administered by the 
transdennal system) or a pro-drug or an active metaboBte thereof, or a phanmaceuScaUy 
acceptable salt thereof. 

The Invention also relates to a pharmaceufica! composition comprising (a) pipamperon. 
and (b) an amphetamine, preferably methylphenldate (preferably administered by the 
transdermal system) or a pro-dnig or an acHve metabolite thereof, or a pharmaoeuticaiiy 
acceptable salt thereof, as a combined preparation for simiiltaneois, separate or 
sequential use for treating the undertylng emotion dysregulation of attenUon deficit 
disorders. 



i7r «nmblnation therapy with an amv loM aQareaaBon4nhlbltor compound 

The mental dlsoiders vwhich can be treated using compounds having a high selective 

15 affinity Ibr the SHT2A and D4 receptor, for Instance plpamperor\ in a combination therapy 
with an amyloid aggregaBon^nhibitor compound, are chosen from the group of diseases 
or dlsordeis consisting of Alzheimer Disease, substancenrelated persisting dementia, 
vascular dementia, dementia due to HIV disease, dementia due to head trauma, dementia 
due to Parkinson Disease, dementia due to Huntington Disease, dementia due to Pick 

20 Disease, dementia due to Creutzfeldt-Jacob Disease, amnestic disorders due to a general 
medical condition, substance-induced persisting amnestic disorder, mUd cognitive 
impainnent disorder and other cognlBvo disorders. 

The present Invention thus relates to the use of pipamperon or a pharmaoeuHcally 
25 acceptable salt thereof for the preparation of a medicamert for treating the underiying 
emotion dysreguIaBon of a cognitive mental disease or disorder selected fiom the group of 
diseases and dlsoiders oonsisling of Alzheimer Disease, subslanoe^ted persisting 
dementia, vascular dementia. demenHa due to HIV dlseas^^ dementia due to head 
trauma, dementia due to Parkinson Disease. demenHa due to Huntington Disease. 

30 dementia due to Pick Disease, dementia due to Creutzfeldt-Jacob Disease, amnestic 
disorders due to a general medical condilion. substanoe^nduced persisting amnesfic 
disorder, mild cognitive impairmert disorder and other cognitive disorders, characterized 
in that pipamperon or said phannaceutlcally acceptable salt thereof is administered 
simultaneously with, separate from or prior to the admlntelratten of an amyloW 

35 aggregation-inhibitor compound to augmer^ the therapeutic effect or to provide a fiaster 
onset of the therapeuttc effect of said amyloid aggregaHon-lnhlbftor compound, further 
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characteilzed in that pipamperon is to be administered to a patient in a daBy dose ranging 
between 5 and 15 mg of the active Ingredient 

According to a preferred embodimertt, the fnvenUon relates to the use as described abovQ 
wherein said amyloid aggregation-lnhibitor compound is chosen from the group consisting 
of APAN and Alzhemed. or a pro<lnig or an acHve metabolite thereof or a 
phamiaceuBcally acceptable salt thereof. Preferably, Alzhemed Is to be administered In a 
daily dose of between 200 and 300 mg of the active Ingredient 

The invention also relates to a phannaceulical composWon comprising (a) pipamperon. 
and (b) an amyloid aggregation-lnhlbitor. preferably chosen from the group consisSng of 
APAN and Alzhemed. or a pio^ or an active metabolite thereof, or a pharniaoeuhcally 
acceptable salt thereof, as a combined preparation for simultaneois. separate or 
sequential use for treating the underlying emofion dysregulation of a mental disease or 
disorder which is chosen from the greup of diseases or dIsonSers consisting of Aizheimer 
Disease, substance-related persisting dementia, vascular dementia, dementia due to HiV 
disease. demenUa due to head treuma. dementia due to Parldnson Disease, demenfla 
due to Huntington Disease, dementia due to Pick Disease, dementia due to Creutzfeidt- 
Jacob Disease, amnestic disorders due to a general medical condition, substance- 
Induced persisting amnestic disorder, mild cognitive fenpafrmerft disorder and other 
cognitive disorders. 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperen Is provided in a unitary dose of between 5 and 15 mg of the active ingredient 
and wherein said amyloW aggregaton-lnhlbitor is Alzhemed. preferebV provided m a 
unitary dose of between 200 and 300 mg of the active IngredlsnL 

1ft- comblnatl"" «h«raDv with an anrirooen recepfnr modulator compourid 
The mental disorders which can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for Instance pipamperorx m a combination therapy 
with an androgen receptor modulator compound, are sexual and gender identity disorders. 

The present invention thus relates to the use of pipamperon or a phannaceuUcally 
acceptable salt thereof fbr the preparation of a medlcamenl for treating the underlying 
emotion dysregul^on of sexual and gender identity disoideis. characterized in that 
pipamperen or said phamraceUBcalV acceptable sail thereof Is administered 
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simultaneously with, separate from or prior to the admlnlstraHon of an androgen receptor 
modulator compound to augment the therapeutic effect or to provide a faster onset of the 
therapeutic effect of said androgen receptor modulator compound, further characterized In 
that pipampercn is to be administered to a patient in a dally dose ranging bet««en 5 and 
1 5 mg of the active ingrafiertL 

According to a preferred embodlmert. the Inversion relates to the use as described abov^ 
wherein said androgen receptor modulator compound is LGD2226 or a p««lrug or an 
acth^e metaboHle thereof, or a phaimaoeUlically acceptable salt thereof. 

The invention also relates to a phamnaceufical composition comprising (a) pipamperon. 
and (b) an andiogen receptor modulator, preferably LGD2226 or a pro^nig or an active 
. metabolite thereof, or a phamiaceuttcally acceptable salt thereof, as a comb.ned 
preparation for simultaneous, separate or sequential use for treating the undertying 
emotion dsrsregulation of sexual and gender Identity disorders. 

15 

■<Q. ^mhination therapy w tfh an beta 3 adrenoreceptor agonist 

The mental disordei^ which can be treated using compounds having a high seteclive 
affinity for the 5-HT2A and 04 receptor, for Instance plpamperoix In a combination therapy 
with an beta 3 adrenoreceptor agonist, are chosen ftom the group of diseases or 

20 disonlers consisting of mood dlsonieis. anxiety disotdeis. eating disorders, preme.^1 
syndrome, somatofomi disorteis (excluding pain disordersX facUflous disorders, 
dissociative disorders, sexual and gender identity disorders, sleep disorders, adjusfrnent 
disorders. Impulse control disonJers. substance related disorders, personality disorders, 
bereavement, occupational problem, problems related to abuse or neglect and pain 

25 disorders. 

The present invention thus relates to the use of pipamperon or a pham^aceuHcally 
acceptable salt thereof for the preparaUon of a medicament for treating the undeHymg 
emotion dysregulation of a non^ognitive mantel disease or disorder setected from the 

30 group of diseases and disorders consisting of mood disorders, anxiety disorders, eahng 
dlsonJers. premenstoial syndmme. somatoform disorders (excluding pain disorders), 
factitious disorders, dissociative disorders, sexual and.gender Identity disorder, sleep 
disoreiers. adjustment disorders. Impulse control disorders, substance related disorders, 
personality dlso^iers. bereavement, occupational problem and problems related to abuse 

35 or neglect, chamctertred In that pipamperon or said pham«ceullcaIV acceplabte salt 
thereof is adminlste»ed simultaneously with, separate ftom or prior to the administration of 
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a beta 3 adrenoieceptor agonist compound Id augment the therapeutic effect or to provide 
a faster onset of the therapeutic effect of said beta 3 adrenoreceptor agonist cornpound. 
further characterized in that pipamperon is to be administered to a patient in a daii/ dose 
ranging between 5 and 15 mg of the active Ingredient. 

The present invention thus relates to the use of pipamperon or a pharmac^xBcally 
acceptable salt thereof for the preparation of a medicament for treating the underiyng 
emotion dysreguiaBon of pain disorders characieHzed Ir, that pipamperon or sa-d 
pham«ceutica«y acceptable salt thereof Is admintstered sImuRaneously «<lth. separate 
, from or prior to the admlnislratlon of an bete 3 adrenoreceptor agonist compound to 
augmentthetherapeuHceflectortoprovldeafeslaronsetofthetherapeutlceffec^ 

- beta 3 adrenoreceptor agonist compound, further characterized In that pipamperon to 
be administered to a patient In a daily dose ranging bet>«een 6 and 15 mg of the acbve 
Ingredient 

' Accorting to a prnfe-rea e.nbodlinent the invention relates to ^ 

atove. «l»»n said beta 3 adren«eoepto, agonls. compound is SR 5861 1 or a p««M, 
oranartl«n«teil»ll»lheie<rf.orapl«nnac««fca«ya«ei*able«llt^ 

« The ln«n«on also relates to a ph«m.<»-k>8leon,pos«oncomp«^^ 

and(Wa.^3a*anoreceptor.9onl.tprefe«WSR6'»" or . pn«M. « «> 

p^retton tdr ,ln«««.ou.. sep^ « «^ use tor tre-lra the undertyng 
Ztlon dyWBUMon of a n«nlal disease o, dhonier »*ioh IS chosen fto^ 
« :^t^oon-...no..n««.<««»-ere.anxle.,diso«.en.ea*^ 
Zen-ru- synd^n* s«natotonn dte«d=.s (e«^Md^ l«ln dls^dere). 
Zdere. dlsIiaBv. di««ie«, s«uai and gender iden.«y disontere, steep dlso^e^ 

Jo«te». l»»a«mert. c«upel.»»11.n*lem.prob>en^ 

30 pain disorders. 

;.n. ^hin»iiontherep . n .^ caM«.>^el moditetor ccnywin.! ^ 
^he mental disorders «hlch can be .re«ed ushg compo^ds h«mg » 
af»nlWforthe5^^T2AandD4receptor.torInrtanc.plpan,pe.o.^toaoo^^»^ 
55 .*hac*«nchanndn»dul.torcompcund.ared«.«.f«mth.g.»«.ofd«^^ 
lnle,s conslsung of /«*.to»r Disease. «*..ano«latod p«,l..,n8 dan^M^^ 
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vascular dementia. demenHa due to HIV disease, dementia due to head trauma, dementia 
due to Parkinson Disease, demertia due to HunBngton Disease, dementia due to Piclc 
Disease, dementia due to Creutzfeldt^acob Disease, amnestic disordersdue to a general 
medical condition, substance-induced persisting amnestic disorder, mild cognibve 
Impalnnent disorder, other cognitive disorders and Parldnson disease. 

The present invention thus relates to the use of pipamperon or a pharmaceuBcally 
acceptable salt thereof for the preparation of a medicament for treating the underlymg 
emotion dysreguiaSon of a cognitive mental disease or disorder selected fom the group of 
diseases and disorders consisflng of Alzheimer Disease, substance-related persisting 
dementia, vascular dementia, demertia due to HIV disease, dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, demertia due to CreulzfeldWacob Disease, amneste 
diso^lers due to a general medical conditton. substance4nduced persisting amnestc 
disorder, mild cogrtilve impalmiert disorder and other cognitive disorders. oharacAenzed 
m thai pipamperon or saW pham^ceuficaHy acceptable salt thereof is admln,stered 
simultaneously with, separate fmm or prior to the administration of a calcium channel 
modulator compoundtoaugmert the therapeutic effect ortoprovldeafaster onset of the 

therapeUBc effect of said calcium channel modulator compound, further charactenzed In 
that pipamperon Is to be administered to a patient In a dally dose ranging between 5 and 
15 mg of fte active Ingredient 

The present invention thus relate, to the us. of pipan-peren or. a pham««illce«y 
acceptabte salt the«of Ibr 8.e p«p»-ion of . medtean»rt to tre-Ino the undartyl.^ 

en»«lon di»regulatloo of Partdn««. disease. *a»olert»d In that plps^peion or ^ 
phanneoeullcalty acceptable the«f Is admMrtared rimutoneou* separt. 
C:::pHcrtoLadn*««..onofa^lcMnchann..n»du«orcon^ 

«« therapeutic effect or to pnwkte a fWBT oiwat of fheraps^ 

channel inodalator «>m^ ^ cha»cte*ed m that plpan^ron « tobe 
, IL<«e,e-to.P«l»..n.da^<«oser-«Wbet«een5and15n«ofth.ad«e 

ingredient 

According toe preferred embodimert. the invenUon relates to the us^ as described 
above, v-herein said calcium channel modulator compound Is ^^^^T Tnr 
5 consisting of safinamide and MEIV1 1003. ora pro^goranacUvemetabolrtethereof. or 

a phamiaceulically acceptable salt thereof. 
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The Invention also relates to a phannaceufical oomposWon comprising (a) plpamperon, 
and (b) a catefum channel modulator. preferabV chosen from the group consisting of 
saiinamide and MEM 1003. or a pro^mg or an active metabolite thereof, or a 
phani^ceuHcaUy acceptable salt thereof, as a combined preparation for simultaneous 
separate or sequential use for treating the underlying emotion dysregulatbn of a mental 
disease or dlsorderwhlch is chosen from the group of diseases or dboiders consisting of 
Alzheimer Disease, substance^elated persisting demenBa, vascular demenBa. dementia 
due to HIV disease, dementia due to head trauma, dementia due to ParWnson Disease, 
dementia due to Huntington Disease. demenUa due to P!ck Disease, demenlia due to 
Creubfektt-sJacob Disease, amnestio disorders due to a general medical condition, 
substanca-mduoed persisting amnestic disorder, mlW cognllivelmpaintient disorder, other 
oognaive disorders and Parkinson disease. 

15 ?lrcQmblnatloi^th»raDvwith ar annabteidrecentor 1 (CB1> antagonist 

The mental disorders which can be treated using compounds hartng a Wgh selecBve 
affinity for the 5-HT2A and D4 faceptor. for Instance pipamparor^ In a conWnatlon therapy 
vtftth a cannaWoW receptor 1 (CB1) antagonist, are chosen «rom the group of diseases or 
disoideis conslsBng of mood disorders, arodety disonlers. psychotic disorders. 

20 somatofom, disorders (excluding pain disonJers). factitious disorders, dissociative 
disorders, steep disorders, adjusfrnent disonJeis. impulse control disorders, pen/asive 
development disorders, disruptive behaviour disorders, substance^elated disoiders. 
personafity disorders, psychological fectois aflecUng medical conditions, mallngenng. 
antisocial behaviour, bereavement. occupaBonal problem. Identic problem, problems 

25 fBlated to abuse or neglect, pain dlsordera and delirium. 

The present Invenfion thus relates to the use of pipamperon or a phamiaceulicany 
acceptable salt thereof for the preparation of a medicamer* for treaUng the underlying 
emotion dysregulation of a non<ogniflve mental disease or disorder selected from the 

30 group of diseases and dlsonJere consisting mood disordere. amde^ disorder^ payohollc 
disorders, somatofom, disordere (e«ludlng pah dlsordereX focHtlous disordere. 
dissociative disordere. sleep disordere. atOusfmer* disorders, impulse control disordere. 
penrasive development disordere, dbmpSve behaviour disordere. substance^latcd 
disordere. pereonaHty disordere. psychological factore affecUng medical conditions. 

35 malingering. anBsocJal behaviour, bereavement, occupational problem. Identity problem 
and problems related to abuse or neglect, characterized in that plpamperon or said 
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pharmaceuttcally acceptable sa« thereof Is administered simuttaneoudy with, separate 
from or prior to the administration of a cannablold receptor 1 antagonist compound to 
augmentthett^erapeiidceflectortoprovldeafaster onset of the therapeutic effect of sa.d 

cannablold receptor antagonist compound, further characterized In that plpampen^n te to 
5 be administered to a patient In a daDy dose ranging between 5 and 15 mg of the acUve 
ingredient 

The present Invention thus relates to the use of plpamperon or a phamiaceuBcally 
acceptable salt thereof for the p,«paraflon of a medteamer* fbr trealing the underlyng 

10 emotion dysregufetion of pain disorders characterized In that pipampejon or^ 
pham^aceuucally acceptable salt theieof Is administered simultaneously with, separate 
from or prior to the admlhislraUon of a cannablold receptor 1 antagonist compound to 

. augmentthe1herapeullceffectortopwvldeaiasteronsetofthetherapeutlceffectofsa|^ 

cannablold receptor 1 antegonlst compound, further characterized in that pipamperon ^ to 
15 be admmistered to a patient in a daily dose ranging between 6 and 1 5 mg of the achve 
ingredient 

The p™8ent Invention thus relates to the use .rf pipampe™, or e pharo«c««oaiy 
,»ceptabte salt thereof fbr the prepaalion of a .nedicamenl fbr treaHns the. u«d«1ylnB 
20 «««on dysreguMon of delMun,, charectertzed in thai pipan^re" or ^ 
phannaceuLlly a«ep.a«e sal. ««reof Is admW-ared stmUtonaous^ ««.. sepan*. 
ftor. or prtor to the edrnlnlstretton of a cannahWd recepw 1 arttsonist 
au9n»nt*etherepeu.ioefl^or.opre*l..1»teron.a.of«».h.repe««,ef.ao..f.a« 

cL*Md reoep.0,1 antagon...co™poun*»,m-rc.»re-^ 
M beadn**teredtoapatl««lnadaft,do.a«n9l.«bet»en6and16m8clth.a<*» 

ingredient 

Acportlna 1o a preyed mnbodimerfc the invention relates to the uses as de^^ 

1^ .aid can««.id recaps antagonW compound SR 1«1T1« " « P- 
30 dnigor«.»*vem*abo«ethereof,o,apham«oeu.ioal|i,aoeeplablasaltlhe«ot 

The invention also relates to a pham«ceu«cal. con^ositlon oompdslna (a) .plp»^ 

^(hJaoannabtoWreoeptorantagotMst P«<^'^SRUiri6orM«Kin«or»^ 

Ltetlnte thereof, or a phannaoeutlcal., acoepta...e sal. thereof, a, a o«*«d 

35 preparetion for slmdteneous. separete or >e.^ use fcr ^J«J^ 
LL, dysre8ulalk« of a n»nta. dlsea- or disorter «Wch is d«»n »om *. 
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diseases or dlso^iers consisting of mood disorders, anxi^ disorder, psychotic 
disorders, somatofbm, disorders (excluding pain disordeis). fedltlous disorders, 
dissociative disorders, sleep disorders, adjustment disorders. Impulse control disord^ 
pen^sive development disorders, disruptive behaviour disorders, substancenrelated 
disorders, personality disorders, psychological fectors affecting medical conditions, 
malingering, antisocial behaviour, bereavement, occupafional problem. WenHty problem, 
problems related to abuse or neglect, pain disorders and delirium. 

g g- comblnaao" thRrapv with t * eathepsln K Inhibitor compound 

The mental disorders which can be treated using compounds having a high selective 
affinity for the 5+1T2A and D4 receptor, fbr instance plpamperor% In a combination therapy 
with a cathepsin K mWbtor compound, are pain disorders. 

The present invention thus relates to the use of pipamperon or a pharvnaceuticaily 
acceptable salt thereof for the preparation of a medicamert for treating the underiylr^g 
emotion dysregulation of pain disorders, characterized in that plpamperen or s^ 
pham^ceutically acceptable salt thereof Is administered simultaneously v-ith, sej^rate 
Tom or prior to the admlnistretlon of a cathepsin K Inhibitor compound ^^T;^^ 
therepeusc effect or to provideafaster onset of the therepeutlceffeclof^ld^the^^^ 

inhibitor compound, further chamcterized m that pipamperen Is to be administered to a 
patient In a daBy dose renging between 5 and 1 5 mg of the active ingredient 

According to a preferred embodlmert. the Hivertlon relates to the use as described ab^e. 
Wherein said cathepsin K InWbHor compound is 462795 or a pre^nig or an achve 
; metabolilethereo^ or a phannaceUHcally acoeplabte saltthereoff. 

The imrentlon also relates to a pham,aceu«cal composition comprising (a) P»P«n^P««"- 
and (b) a cathepsin K mhlbHor. preferably 462795 or a pro^lnig or an adh^e metebolte 
thereof, or a pharmaceutlcally acceptabte salt thereof, as a combined P^^^'^ 
, slmultaneo«s.separ^eorsec,uen«a,usef6rtreatingtheund^^ 

of pain disorders. 

Q... .^n,hin«Hon therrn r " "^^"^^ ""^"^ compound 

The mental disordere which can bo treated using compounds having a high se^BcUve 
5 afr«iityfbrthe5.HT2AandD4receptor.forlnslanceplpam^ 

with a choline uptake enhancer compound, are chosen from the greup of d«eases or 
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disoidera consfsting of Alzheimer Disease, substance-ielated perslsfing demenBa, 
vascular dementia, dementia due to HIV disease, dementia due to head trauma, dementia 
due to Parkinson Disease, dementia due to Huntington Disease, dementia due to Pick 
Disease, dementia due to Creutzfeldt-Jacob Disease. amnesUc disorders due to a general 
5 medical condition, substance^nduced petsfeting amnestic disorder, mild cognitive 
impairment cfisorder and other cognitive disorders. 

The present Invention thus relates to the use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the preparation of a medicament for treating the underlying 

10 emoHon dysregulsftion of a cognitive mental disease or disorder selected from the group of 
diseases and disorders consisting of Alzheimer Disease, substancenelated persisting 

- dementia, vascular dementia, dementia due to HIV disease, dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease. demertHa due to Creutrfeldt-Jacob Disease, amnestic 

15 disorders due to a general medical condition. substance-Induced persisting amnestic 
disorder, mild cognitive impalnnertt disorder and other cognitive disorders characterized 
In that pipamperon or said phannaoeutically acceptable salt thereof is admlnlslered 
Simultaneously with, separate Irom or prior to the admimsbation cS a choHne uptake 
enhancer compound to augment the therapeutic ^ or to provWe a fester onset of the 

20 therapeutic effect of said choline uptake enhancer compount4 further characterized In that 
pipamperon Is to be administered to a patient in a daily dose ranging between 5 and 15 
mg of the active inpedfent. 

Accoiding to a preferred embodimert. the InvertHon relates to the use as described abovQ 
25 wher^n saW choline uptake enhancer compound is MKC-231 or a p«wlrug or an active 
metabolrte thereof, or a pharniaceidcall/ acceptabte salt thereof. Preferably. MKC231 is 
to be administered in a daily dose of beto«<een 20 and 160 mg of the active Ingredient. 

The Invention also relates to a phamnaceuflcal oomposltfon comprising (a) pipamperon, 
30 and (b) a choline uptake enhancer, preferably IWKCZSI or a pnHfrug or an active 
metabolite thereof, or a rrttamiaceuttcally acceptable salt thereof, as a combmed 
preparation for simultaneous, separate or sequential use for treating the underiying 
emotion dysregulaflon of a mental disease or disorder wWch Is chosen from flie group of 
diseases or disorders consisting of Alzheimer Disease, substance-related perslstng 
35 dementia, vascular dementia, dementia due to HIV disease, dementia due to head 
trauma dementia due to Paridnson Disease, dementia due to Huntington Disease. 
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dementia due to Pick Disease, dementia due to CreutefeldWacob Disease, amneshc 
disoiders due to a general medical condition, substanc^nduced persisting amnesbc 
dtsoider. mild cognitive impaimient disorder and other cognitive disorders. 

5 Tl.e invention also relates to a pharmaceutical composition as described above wherein 
pipamperxjn is pK.vided In a unltav dose of beh«een 5 and 1 5 mg of the active Ingredent 
and whemin said choline uptake enhancer is MKC231. preferably provided in a unitary 
dose of between 20 and 160 mg of the active Ingredient. 

10 combinaHor^ «h«apv vtfith a InhibRor compound 

The mental disoideis which can be treated using compounds having a high selectve 
• affinlly for the 54€T2A and D4 rtceptor, for instance pipamperor^ in a combination Iherapy 
with a COX-2 Ini^lbilor compound, are pain disordsrs. 

15 The present invenfion thus relates to the use of pipamperon or a phamiaoeulically 
acceptable salt thereof for the preparation of a medicamert lor treating the underiying 
emotion dysregulatlon of pain disorders, characterized in that pipamperon or ^ 
phamiaceuacaily acceptable salt thereof is admlnistBred simultaneoudy with, separate 
from or prior to the administration of a COX.2 Inhibitor compound to augmeirt ttie 

20 therapeutic effect or to pn«,ide a faster onset of the therapevac effect of s^^ 

inhibitor compoundL further oharacterteed in that pipamperon Is to be admmistered to a 
patient in a dafly dose ranging between 5 and 15 mg of the acBve ingredient 

" Aoconiing to a preferred embodimert. the InvenKon relates to the use as described abov^ 
25 wherein said COX.2 inhibitor compound is chosen from the group consisting off 
valdeooxib. mfeooxib, parecoxlb. atoricoxit, COX 169. ceiecoxiband AB1.963, prefe^biy 
paiBCOXlb. etorico«ib or COX 189. or a prodrug or an active metabolite thereof, or a 
pharmaceulicaiiy acceptable saltthereof. Preferably, parec«db is Id be administerBd .n a 
dally dose of between 20-and 80 mgoUbeacOve ingredlert. Preferably, etoricoxlbteto be 
30 administered In a dal^ dose of te^^ 20 and 120 mg of ^ ^^^^^^ 
Preferably. COX 1 89 is to be admiiilstered m a d^ily dose off between 100 and 800 mg of 

the acBve Ingredlert, 

The invention also relates to a pharmaceutical composition comprising (a) pipamperon. 
35 and (b) a OOX.2 Inhibitor, preferably chosen fiom the group consisting of valdeco)db. 
lofecoxib, parecoxlb. etoricoxib. OCX 189. cetecoxlb and ABT.963. preferably parecoxib. 
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etoriooxlb or COX 189. or a proKlrug or an active metabolfte thereof, or a 
pharmaceutlcally acceptable salt thereof, as a combined preparation for simultaneous 
separate or sequential use for treating the underlying emofion dysreguIaSon of pain 
disordei^. 

The invenfion also relates to a pharniaoeuBcal composition as described above wherein 
pipamperon is pravided In a unitanr dose of behween 6 and 15 mg of the active Ingredient 
and wherein said COX-2 Inhibitor is pareooxib. preferably provided in a unitary dose of 
between 20 and 80 mg of the acttve Ingrediert. 

The invention aiso relates to a phamiaceutlcal composition as described above wherein 
pIpampeTbtfTs p«Wltfed inn unltav dose of between 5 and 15 mg of the active ingredient 
and wherein said COX-2 Inhibitor is etoricoxib. preferably provided In a unitary dose of 
between 20 and 120 mg of the active ingredient 

The Invention also relates to a phammceutlcal composition as described above wherein 
pipamperon is provided in a unitary dose of between 5 and 15 mg of the active ingredient 
and Wherein said COX.2 inhibitor is COX 189. preferably provided in a unitary dose of 
between 100 and 800 mg of the active ingredient 

P.. ..^htn^nnthe-n - '""^ ^ HOX-lnhiblflnn rftrfe oxide donator fCINOD) <>°'"PO""^ 
The mental disorders which can be treated using compounds having a high selective 
affinity for the 5+rr2A and D4 receptor, for mslance pipamperoa In a combination therapy 
wim a COX-mhibiting nitric oxide donator (CINOD) compound, are pain disorders. 

The present Invention thus relates to the use of pipamperon or a phammceutlcaHy 
acceptable salt thereof for the preparation of a medicamert for treating the underiyng 
emoBon dysregulation of pain disorders, characterized in that pipamp^n or 
pham«ceuticaHy acceptable sail thereof Is administered simunaneou^y wtth. sepa^ 
L or pHor to the admln.stration of a COX-lnhlbiting nitric oxide ^J^^^^ 
compound to augmentthe therapeutic effect ortoprevideafester onset ofthethere^^^^ 

effe^ of said COX-inhibiting nitric oxide donator .(CIMOD) compound, further 
characterized in that pipamperon Is to be administered to a patlem In a daOy dose rangmg 
between 5 and 15 mg of the acSve ingredient 
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According to a prefeired embodimert. the Invention relates to the as described abova 
wh8,«ln said COX-inhlbitlng nitric oxide donator (CINOD) compound is chosen from the 
orouo consisting of AZD4717 and AZD3582 or a proKlrug or an active metabolte thereof, 
or a phannaceuticany acceptabie salt thereof. P,BlerabIy. AZD3582 is to be administered 
in a daily dose rangirB between 93.75 and 750 n^ of the active ingredient 

The invention also relates to a phamiaceulical composition comprising (a) pipamperon. 
and (b) a COX-lnhlblting nitric oxide donator (CINOD). preferably chosen from the group 
consisting of AZD4717 and AZD3582 or a prodrug or an acHve metaboBte thereof, or a 
phamiaceuticaBy acceptable salt thereof, as a combined preparation for simultaneous 
separate or sequential use for treating the underiying emotion dysregulatlon of pa.n 
disorders. 

The iwenlion also relates to a phannaoeuBoal composraon as <tesaibe<J above whemin 
pipampe™. Is p~vided In a unitenr dose of between 5 and 15 mg of the ac*»e .ngmdten* 
Ie«ln >M COX-hNbUng «o ox.de donator (ONOD) A2D3582. prefSraWy 
provided In a unitary dose of between 93.75 and 750 ms of tl» active ing«d«iit 

^h,n«.lon ttw - r- ' (cortk-ol.H«l»aslnq fector renwtorl) 
mental disorders whici, can b. t»aled u*s oonipound. l«MnB a Ngh sa^ 

afnnity for the S-Hl^ and D4 receptor. «» l.«lance pip-nperoa in a eonnblna*^^^ 

With a CRF1 (Comcotropln-Rrtea-na F«*» receptor 1) antagonW. are chosen ftom fte 
ar«ip of dls«»es or dborders con.«Nl of mood disorder., amiaty dlsord«^ 

dl«»ls«.. p.en««U«al synd«»ne. somatofenn dlsoiti« (a>»ludinfl d«orde,s). 
factittou. disord-a, dlasocla*« dl«»de.s. sexual and gender 1^^^ 

ad|us.n«* dl.«de-. mtpulse control disonters. substance '^"J^^ 
personal^ dtsorders, be..av«n«* occup-lonal Ptoblem. probtents relsM 

neglect and pain disorders. 

, Tl» present lnventten*us relates to use Of pipamperon o^pl«n«^ 
I^ptabla salt thereof tor t^raton Of a m«ilcam«4 fc, tr-atlng t^ 

emotion dysregulaUorvof a norK».gnltlve menial dls««. or.<Ssorders.l«*d l™n »a. 
g"pofteLanddlsorde,sconsls«ngofn»oddI««ie,..an,«y*«d^ 
Liders. premenswral s,ndn»». «xnatofbm, disord-, (exdudhg pa« dlsonten*, 
5 faot»tousd,so«.e,s.dis.oda,l,.dl,o.der»eexu^andg««^W.n«yd^ 
.^orders, adjustmert di«»de.», impohe control dfeoiders. s.«»to^ 
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p,.«^<teo«ie,^b«ea«™nto=cup*onalproblemand problems 

„ cha,BcMz«. .n pipampe^n or said ph3-mace^<«^y T^!^^ 

aCRFI a,«agor,isl compound io au^am «« Iharapa* ^ or*. P^"^ 
onset of*att.e:Bpau«ceftoCo. said CRF1 an.a80nIs.co«,p«nd.10,««rctoad«™d^ 
that plpamperon b to ba adrrtrtatarod a patent In a da«y dos. ranflhs brtwaen 5 and 

15 mg of the active ingredient. 

The presant .nvanton Itm ..«»» «. tha us, of plpan*«on or a pham^ 
I^ptabla salt tl»™o. th. P-epan^on of a medk^mart Ibr b».ng .!» un*^^ 

emoL dysrasuwon of pain dlso.d»* chataotadzad m that pipampa™. or 
pha,„«eUicaW .=c^ .alt tharaof I. adrrtnlstsred sirmmanaous^, with. sepa,ate 
^prtoT ^ ths admln««.i«, of a CRF1 antagonUt oonn»und to auamart^e 
TLJi tHe^pautlo e<^ci said C^l 

IZrM compou«l further oha,aotaH.ad In that plpamperon Is to be adrnm^tered to a 
patient in a da«/ dose rangms between 5 and 18 mg of the aotva insmdient 

According to a prefened embodlman.. the invention reia*« to the use. a. d««*^ 

^IreJaldCRFI ^^'-^'^*^TZ'^:T^ 
Riai919, NBW4041. elzasonan. CP-mW. CP-15«26. AAO 561 "^^ 
™Labli R121919. etosonan or MG 561, or a pr^JniS or an «*» 
::^^u,lca.lyaccep.aW..al.th«B.f.P».«*.Riai91»i»«=^'*^ 
m a dally doseof belvwan S and 80 mg oflhe aoere maredient 

; The .nvart.cn a.»»^*-P^"™=«*«''=°'^ 

- /k» . «JF1 uitaoonlBt. prelen*lycho»n»rom the group consteong otR121919. r«l- 

*««o™n or MG 561. or a p«Kin.g or an aCve melabolrte «»reof or a 
t^TL^ny aceeptaWa salt .hereof, as a con^ned p.epara«on for 

«^ disorder, eating disorders. P-^-f^-^^t:^ 
Lrdars (excluding pain disoniera). fac«ous dteordera. dlssocWve dsonJwe. s««a^ 
a^t^riden..^ disorders, sleep d.so.de,a. ad|u.lm«« d..»de». *np*. c«*o. 

« :^^reubs.an« related disorders. P-."^^.""'*".^"^ 
problem, pniuems relatad to abuse or naglecl and pam disontaa. 
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The invention also relates to a pharmaceuUcal composition as described above v»here.n 
pipamperon is provided in a unitaiy dose of between 5 and 15 mg of the active Ingredient 
and wherein said CRF1 antagonist is R121919. preferably provided In a unitary dose of 
5 betoiveen 5 and 80 mg of the active ingredient. 

07- mmblnation therapy v ^th a D1 fdopamlne 1) receptor aflonlst 
The mental disorders vtfhlch can be treated using compounds having a Wgh selective 
affinity for the 54fT2A and D4 receptor, for instance pipamperoa in a combination therapy 
10 with a D1 (dopamine 1) receptor agonist, are chosen trom the group of disease or 
disorders consisting of substance related disorders and Parkinson disease. 

The present Invention thus relates to the use of pipamperon or a phannaceuUcally 
acceptable salt thereof for the preparaUon of a medicament for treating the undertying 

15 emotion dysregulation of substance related disorders, characterized in that pipamperon or 
said phamiaceutlcally acceptable salt thereof Is admlnfetared simultaneously with, 
separate from or prior to the administration of a D1 receptor agonist compound to 
augment the therapeutic effect or to provide a fester onset off the therapeutic effect of said 
D1 receptor agonist compound, further chaiaderteed In that pipamperon Is to be 

20 administered to a patient in a dally dose ranging between 5 and 15 mg of the active 
Ingredient 

The present Invention thus relates to the use of pipamperon or a phamiaoeutically 
acceptoble salt thereof for the preparation of a medicament for treating the undertying 
emotion dysregulation of Parkinson disease, characterized in that pipamperon or said 
pharmaceoacaiy acceptebte salt thereof Is administered simultaneously with, separate 
from or prior to the administration of a D1 receptor agonist compound to augment the 
therapeoac effect or to provide a faster onset of the therapeutic effect of said D1 receptor 
agonist compound, further characterized m that pipamperon Is to be administered to a 
patient In a dally dose ranging betvveen 5 and 15 mg of the acUve ingredient 

According to a prefened embodlmert. the Invention relates to the uses as described 
above, wherein said D1 receptor agonist compound is DAS^31 or a prodrug or an active 
metebolltethereof. or a phanmaceuBcally acceplabte salt thereof. 
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The Invention also relates to a pharmaceufical composition comprising (a) pipamperon. 
and (b) a D1 receptor agonist, preferably DAS-131 or a pro^lrug or an active metabolite 
thereof, or a phamiaceutically acceptable salt thereof, as a combined preparation for 
simultaneous, separde or sequertlal use for treating the underlying emotion dysregulafion 
of a mental disease or disorder which is chosen from the group of diseases or disorders 
consisting of substance related disorders and Parkinson disease. 

9ft- cQmblnatlont hAn^ pv with D2 (dopamine 2> receptor antaflonlst 
The mental disorders which can be treated using compounds having a high selechve 
affinity for the 5-HT2A and D4 receptor, for Instance pipamperoa In a combination therapy 
with 02 (dopa«fine 2) receptor antagonist, are chosen from the group of diseases or 
disorders consteling of mood diso«leis. psychotic disoriers. somatofomi disorders 
(excludirq pain disorders), factitious disorders, dissociafive disorders, sleep disorder, 
adjustment disorders, impulse control disorders, pervasive development disorders, 
disruptive behaviour disoniers. substance^lated disorders, personality disorders. 
p«rohologbal factors affeoUng medical conditions, malingering, antisocial behavtour. 
bereavement, occupational problem, identity problem, problems related to abuse or 
neglect, pain disordeis and delMum. 

The present invention thus relates to the use of pipamperon or a phamr«ceuBcally 
acceptable salt thereof for ttie pr^paiBflon of a medlcamert for treating the underiyng 
emotion dysregulafion of a non<»gniUve mental disease or disorder selected frorn the 
group of diseases and disorders consisting mood disorders, psychotic disorders, 
somatoform disorders (excluding pain disorders^ facHtlous disoid^. dlssocl^ve 
d-rsorders. sleep disorders, adiuslment disorders, impulse control disorders, pervasive 
devBtopmer* disorders, disruptive behaviour disorders, substance-related disorders, 
person^ty disorders, psychological factors affecting medical conditions. maling«ing. 
antisocial behaviour, bereavement, occupation^ problem. Identity problem and problems 
related to abuse or neglect, characterized In that pipamperon or said phamiaceutlcaily 
acceptable salt thereof Is administered simultaneously with, separate from or pnor to file 
administration of a D2 receptor antagonist compound to augment the therapeutic effect or 
to provide a. fester onset of. the therapeulte .effect of said. D2 receptor antagonist 
compound, further characterized In that pipamperon Is to be admlnlsteredto a patient In a 
daily dose ranging between 5 and 15 mg of the active Ingredient 
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Th. p«,ent invention Ihu. ™lates to use C pipampccn or a f^-^^^l 

I^^3«e «1. the™,! to, the p,^a,^o„ of a medlcamert fo, Tea^ the unde,*»^ 

«JLn dysmgutation of paIn d,so«ler^ cha.c*e.^d .n .M " 

phannaceuBoally aooeptabte salt theteo, Is adm,nls.s,ed si,««aneo„=^ v,*. 

L or prterto the a*,inis«.on of a D2 .eoeptor antagonls. con^ t. »«„«rt«» 

re,apele«^ortop™v>deafesteronse.ofU»««rap^e«*Cof««M^^r 

antagon^ con,pound, .Orther character In that plpan,pe«>n I. to .» administered to a 
pasert In a dalls, dose rantfng l»l»een 5 and 15 mg of the acthw lns«dlent 

Ti« p»sen. invention thus -Mates to Ih. ue. Of f<panp«on or a ph«n«^ 
ILptatMe sal. tlW lor .he ,«pa«tlon Of a n«dte»ne,« Ibr tre-lng the un^^ 
emoL dysregdeson o. deUHun. *a«=.edzed In ««. p.pa™per», or saW 
pham«ceu«c.»y aooeplable sa» *e«o. adn*,ae,ed sinutoneousb, w*. se,«-«e 

U.1 adn*«.«lon of a D2 «cep«. an.agon.s, compound *> 3^^^^^ 
n^ce..«.«»p.o,*.<^onse.of*.»«rape,«oe«ec.o,^dD^P*. 

rn.^«,,^nd, Sidher charactenzed In *a. pWe™" * <» «h.««te,edto a 
paBert m a dan, doseranglng between 5 «*1 15 «»9 of the aotlve ingredient 

Aooordlna to a preferred embodlmeA «» invenuon retatee *.«» use. a. 

r^^Lreln said 02 recep^. a,^ "-^ound |. cho^^ 

«nsfeSng of blfepn^x. arrtsulp.*!. al,-no«*p.ld. and aml«.lp.«* pn*«W>r 
rpl^.orap,^n.gora„.ctwe..et-x^««eoto,aph«n«c««oalt,ac^ 

salt thereof. 

( The invention aborriate. to a pharn«oeu*»leon*oslttoncomprtslng (a) plpa..^ 
^ ^702 receptor -«,.n«. pr^^abh, chosen *om the group consls^ng o. 
ZZ^ a»>m.«-=P*«e -K. annsulpHde, pret^hly b«.p,uno.r. or a pre 

^an .eve Lahc«.*e.«l era phennaceui^lVacceptahte 

P«pa»»an fbr *««aneous. separate or sequ««lal use t« >^ 
. *,™ri^o^t«==<lal disease or disorder v*lch Is chosen*^ 

disorders, sleep disorders. ad)ustnem disorder. Impulse control dlso«ta». P^^ 
^topmert dlsoniers, dlsrup«ve beha-ou, diso.de,.. «»^- 
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antisocial betiavlour. bereavement. occupaHonal problem. Identity problem, problems 
related to abuse or neglect, pain disordas and deUfium. 

oa- on»,hinationlheraDV with D3 /dopamine 3) receptor antagonid 
5 The mental disorders which can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 recefdor. for Instance plpamperoi% In a combination therapy 
with D3 (dopamine 3) receptor antagonist, are chosen from the group of diseases or 
dlsoideis consisting of psychotic disorders, somatofbmi disorders (excluding pain 

disorders), factitious dlsorfers. dissociative disorders, sleep disorders, adjustment 
10 disorders. Impulse control disorders, penra^ development disorders. dlsmpUve 

behaviour disorders, substance^elated disordeis. personaTity disorders, psychological 

factors affecfing meditel oondWons. manngaring. antisocial behaviour, bereavement. 

occupational problem. Identity problem, problems related to abuse or neglect, pain 

disorders, defirium and Partdnson disease 

The present Invention thus relates to the use of pipamperen or a pharmaceuUcally 
acceptable salt thereof for the preparation of a medicament for treating the underiying 
emotion dysregulaton of a no^cognitive mental disease or- disorder selected from the 
group of diseases and disordeis consisBng of psychotic disciders. somatofbmti disorders 
20 (excluding pain disonlers). facfiOous disorder^ dissodafive disorders, sleep disorders, 
adjustment disorders, impulse control disorders, pen/aslve devetopment disorders, 
disruptive behaviour disorders, substenc^related disorders. personaBty disorders, 
psychological factors affecting medical condMons. malingering, antisocial behavwur. 
bereavement, occupational problem. Identity problem, pmbteme related to abuse or 
25 neglect characterized In that plpamperon or said pham«ceuBcally acceptable saK^era^^ 
IS administered slmulteneously with, separete ftom or prior to the admlnlstre«on of a D3 
receptor antagorVlst compound to augment the therapeutic effect or to prevlde a fester 
onset of the therapeutic effect of said D3 receptor antagonist compound, ftjrther 
characterized In that pipamperonis to be administered to a patient in a daily dose ranging 
30 between 5 and 15 mgoftheacBve Ingredient 

The present invention thus relates to the. use of pipamperen or a.phamiaoeuBcally 
aoceptebte salt thereof for the preparation of a medicamenl for treating the underiyii^ 
emotion dysregulatlon of pain disorder^ characterized in that pipamperen or saW 
35 pham^ceuticaily acceptable salt thereof Is administered simultaneously with, separate 
from or prior to the administration of a D3 receptor antegoniai compound to augment the 
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therapeutic effect or to provide a faster onset of the therapeuUc effect of said D3 receptor 
antagorttet compound, further characterized In that pipamperon is to be administered to a 
patient in a dally dose ranging between 5 and 15 mg of the active inyedienl. 

The present Invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medlcamert for tieaBng the underlying 
emotion dysregulaticn of delirium, characterized In that pipamperon or said 
pham«ceuticaUy acceptable salt thereof is administered simuttaneousiy >«tth. separate 
from or prior to the administration of a D3 leceptor antagonid compound to augment the 
therapeuBceffector to provide a faster onset of the therapeutic effect of said D3 receptor 
antegomst compound further characterized In that pipamperon Is to be administered to a 
-patient in a daBy dose ranging betwden 5 and IS tng of the active IngredlenL 

The present Invention thus relates to the use of pipampemn or a phamtaceuUcally 
acceptebte salt thereof for the preparation of a medicament for treating the underiying 
emotion dysregulatlon of Partcinson disease, characterized in that pipamperon or said 
phamraceutlcally acceptable salt thereof Is administered simulteneousJy with, separate 
from or prior to the administration of a D3 receptor agonist compound to augment the 
therapeutic effect or to provide a faster onset of the therapeutic effect of said D3 receptor 
agonist compound, further characterized In *at pipamperon is to be administered to a 
patient in a daily dose ranging between 5 and 1 5 mg of the active Ingredient 

According to a prefened embodhnert. the Invention relates to the uses as described 
above, wherein said D3 receptor antegonlsl compound is chosen from the group 
consisting of BSF-201 640 and PD 58491. or a pro^g or an active meteboOte thereof, or 
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The Invention also relates to a pharmaceufcal composition comprising (a) pipamp^on. 
and (b) a D3 receptor antagonist, preferably chosen from the group conslsfing of BSF- 
201640 end PD 58491. or a pr^bug or an active metebollte thereof, or a 
pham^ceutically acceptable salt thereof, as a combined preparation Ibr simultaneous, 
separate or sequential use for treating tiie underiying emotion dysregUlatibn of a mental 
disease or disorder which Is chosen from tiie group of diseases or disorders consisting of 
psychotic disorders, somatofom. disorders (excluding pain disorders), fictttfous disorders, 
dissociative disorders, sleep disorders. acTjuslmert dlsordere. Impulse control dlsord^ 
pen^asive development disorders. dlsn««ve behaviour disorders, substencenelated 
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disorders, pereonaltty disorders, psychological factors affectog medical conditions, 
malingering, antisocial behaviour, bereavement, occupational problem. Identity problem, 
problems related to abuse orneglect. pain disorders, delirium and Parkinson disease. 

30: combination therapy with a DA (dopamine) uptake inhibitor 

The mental disorders which can be treated using compounds hawing a high selecfive 
affinity for the 5-HT2A and D4 receptor, for Inslanoe plpampeioa In a conrtblnaBon therapy 
with a DA (dopamine) uptake Inhibitor, are chosen from the group of diseases or disorders 
consisting of substance related disorders and Parkinson disease. 



The present Invention thus relates to the use of plpamperon or a phanmoeutlcally 
acceptable salt thereof fbr the preparation of a medlcamerit for treating the underlying 
emotton dysregulatfon of substance related disorders, characterized in that plpamperon or 
saM pharmaceutically acceptable salt thereof is administered simultaneously with, 
15 separate from or prior to the administration of a DA uptake Inhlbitorcompcund to augment 
the therapeutic effect or to provide a faster onset of the therapeuBc effsct of said DA 
uptake inhibitor compound, further characterteed in that plpamperon is to be administered 
to a patient in a daily dose ranging bdween 5 and 15 mg of the active ingredient 

20 The present invention thus relates to the use of plpamperon or a pharmaoeuBcaily 
acceptable salt thereof fbr the preparation of a medlcamenl for treating the underlying 
emotion dysregulation of Parkinson disease, characterized In that plpamperon or said 
pharniaoeUHcany acceptable salt thereof Is adnHnlslered simultaneoudy with, separate 
from or prior to the admlnfslratton of a DA uptake inhibitor compound to augment the 

25 therapetdlc effect or to provide a faster onset of the therapeutic effect of said DA uptake 
Inhibitor compound, further characterized In that plpamperon Is to be administered to a 
patient In a dal^ dose ranging betMueen 5 and 1 5 mg of the active ingredient 

According to a preferred embodlmert. the invention relates to the uses as described 
30 above, wherein said DA uptake Inhibitor compound is chosen from the group consisting of 
safinamide and GBR 12909. or a pro-dmg or an active metaboOte thereof, or a 



The invention also relates to a pharmaeeufical composffion comprising <a) plpamperon, 
35 and (b) a D2 receptor antagonist, preferably chosen from the group consisting of 
saflnamWe and GBR 12909. or a pro-drug or an active mefaboWe thereof, or a 
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pharmacauBcally acceptable saft thereof, as a combined preparation for simultaneous 
separate or sequential use for treating the undertylng emotton dysregulatfan of a mental 
disease or disorder which is chosen from the group of diseases or disorders consisting of 
substance related disorders and ParWnson disease. 

5 

31: eombmatton theranw with an do pamine freceptor^ agonist 

The mental disoideis which can be treated using compounds having a high selective 
affinl^for Ih© 5-HT2A and D4 receptor, for instance plpampeioa in a combination Iherapy 
with an dopamine (receptor) agonist, are chosen from the group of diseases or disorders 

10 consisting of mood disotders. anxiety disorders, eating disorders, premenstrual syndrome, 
somatofonn disorders (excluding pain dlsordorsX fecBHous disorders, dissodalive 

- - • disofders; adjustment disotders. Impulse control -disordersrattenttoiv4encll dteordeis, 
substance-related dboiders. personality disordeis, problems related to abuse or neglecl, 
l»in (fisorders and Partdnson deease. 

15 

The present Invention thus relates to the use off plpamperon or a phannaceuUcally 
acceptable salt thereof for the preparation of a medlcamert for treating the underiying 
emotion dysregulatlon of a no^cogniHve mental disease or disorder selected from the 
group of diseases and dlsoideis consisting mood disorder^ anxle^ dbonlere. eating 

20 disordere, premenstmal syndrome, somatoform disordere (exdudihg pain disorders), 
feelittous disorders, dissociative disordere. adiustment disorders, impulse control 
dlsoidere. attenfionKteBcit disordere. substance-related disordere. personality disordere 
and problems related to abuse or neglect., characterized in that plpamperon or said 
pharniaceuBcally acceptable salt thereof is adntinlstered slmuRaneousiy with, separate 

25 from or prior to the administration of a dopamine (receptor) agonist compound to augment 
the therapeutic effect or to provide a l&ster onset of the therapeutic effect of said 
dopant (receptor) agonist compound, fiirther characterized in that plpamperon Is to be 
administered to a patlert In a daily dose ranging belween 5 and 15 mg of the acBve 
Ingredient 



30 



The present invenSon thus relates to the use of plpamperon or a phannaoeuticaHy 
agceptable salt thereof for the preparation of a medlcamert for treating the underlying 
emotion dysregulatlon of pain disorders, characterized in that plpamperon or said 
PhannaceuUcally acceptable salt thereof is administered sSnmittaneously with, sepaiats 
35 from or prior tothe admlnlstralton off a dopamine (receptor) agonist compound to augment 
the therapeutic effect or to provide a fester onset of the therapeutic effect of said 
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dopamine (receptor) agortst compound, further characterized In that pipamperon Is to l)e 
administered to a patient In a daily dose ranging between 5 and 15 mg of the active 
ingredient 

5 The present invention thus relates to the use of pipamperon or a phannaoeutlcally 
acceptable salt thereof for the preparation of a medicamert for treating the underiying 
emotion dysregulatton of ParWnson disease, characterized in that pipamperon or said 
pharmaceudolly acceptable salt ttiereof Is administered simultaneously vwith, separate 
from or prior to the administration of a dopamine (receptor) agonist compound to augment 

10 the therapeutic effect or to provide a faster onset of the therapeutic effect of said 
dopamine (rece;<or) agonist compound, further characterized in that pipamperon is to be 
administered to a patient in a daily dose ranging between 5 and 15 mg of the acHve 
ingredient 

15 Accoiding to a preferred embodlmert, the Invention relates to the uses as described 
above, wherein said dopamine (receptor) agonbt compound is chosen from the group 
consisting of sumanlroie, SLV 308, sarlzotan. S32504, rotigotlne (preferably a Once-a- 
Day Transdemial Patch), lopinlroie HCt (preferably controBed-release fonnulation), 
pramipexole^ DAB452, cabeigoline, bromocriptine, aiaptide amantadine, bromocripfine, 

20 cabergdne Ksuride and pergoHdSi preferably sumanfrole. rotlgotine (preferably a Once-a- 
Day Transdemial Patch), pergolide or ropinlrole HCL (preferably controlled^^eiease 
formulation), or a pro-dwg or an acHve metabolite thereof, or a phamiaceuticaily 
acceptable salt thereof. Preferably, sumaiUrole Is to be administered in a daily dose of 
between 4 and 16 mg of the acUve ingredient Prefisrably. rotlgotine (Once-a-Day 

25 Transdermal Patch) is to be administered in a daily dose of between 4.5 and 13.5 mg of 
the active Ingredient Preferably, roplnirole HCL (controlfed^teaso fbrnnifatlon) Is to be 
administered In a daily dose of between 0.75 and 24 mg of the active Ingredient 
Preferably, petgolW© Is to be administered in a daHy dose of betvween 0.5 and 10 mg of 
the acHve ingredierL 

30 

The Invention also relates to a phannaceullcal composition comprising (a) pipamperon. 
and (b) a dopamine (receptor) agonist preferably chosen from the group conslsUng of 
sumanlroie, SLV 308. sarizotan. S32504. rotlgotine (preferably a Once^-Day 
Transdermal Patch), ropinlrole HCL (preferably controlled-release fonnulafion), 
35 pramlpexola. DAB452. cabergofine, bromocriptine, aiaptide amantadine, bromocriptine, 
cabergolne fisuride and pergoOde, more preferably sumanirole, rotlgotine (preferably a 
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Once^-Day Transdennal Patch), roplnirole HCL (preferably controlled-release 
formulaton) or peigoKde. or a prodrug or an active metabolite thereof, or « 
pharmaceuficany acceptable salt thereof, as a combined preparation for simdianeou^ 
separate or sequential use for treating the underlying emotion dysregulatton of a mental 

5 disease or disorder which Is chosen from the group of diseases or disorders consisting of 
mood disorders, anxiety disordeis. eating dlso«lers. premenslnial syndrome, somatofonn 
disoiders (excluding paIn disordeis). factitious disorder, dissociative disorders, 
adjustment disorders. Impulse control disorders. attenHon^ieficIt disorters. substance- 
related disorde,^. personality disoiders. probtems related to abuse or neglect, pani 

10 disoiders and Parkinson dbease. 

The invention also relates to a phannaceulical composition as described above wherein 
pipamperon Is provided in a unltaiy dose of between 5 and 15 mg of the active Ingredient 
and wherein said dopamine (receptor) agonist is sumanirole. preferably provided In a 
15 unitary dose of between 4 and 16 mg of the active ingredient 

The invention also relates to a phamiaoeutical composition as described above wherein 
pipamperon Is provided In a unitary dose of between 5 and 15 mg of the active ingredient 
and Wherein said dopamine (receptor) agonist is rotlgotine (Once*Day Transd^mal 
20 Patch), preferably provided in a unitary dose of between 4^ and 13.5 mg of the active 
ingredient 

The invention also relates to a phannaceuUcal composition as described above wherein 
pipamperon fe provided In a unitary dose of between 5 and 15 mg of the active ingredient 
25 and wheiBin said dopamine (receptor) agonist Is .opinlrole HCL (confrolled-release 
tomiulation). pn^rably provided In a unitary dose of between 0.75 and 24 mg of the 
active ingredient 

The im/entfonalso relates to a phamiac«atlcahcomposltion as described above wherein 
30 plpamperonlspro..dedlna«^.yd.c.-^en5and15mgofth^^ 

Z lerein said dopamine (receptor) agonist Is pergolid^ prel^bly provrded In a 
unllary dose of between aa andlO mg<jFa»e^aclive Ingredient 
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32: comblnafion therapy with a compound acBvatlaq ERK (extraceBular siq^a^^elated 
kinase) 

The mental disorders which can be treated using compounds having a high seiecfive 
affinity for the 5-HT2A and D4 receptor, for Instance pipamperon, in a combination ttierapy 

5 with a compound that activates ERK (exfraceliular signal-related kinase), are chosen from 
the group of diseases or disorders consisting of Alzheimer Disease, substance-reteited 
persisting dementia, vascular dementia, danentia due to HIV disease, dementia due to 
head trauma, dementia due to Parkinson Disease, dementia due to HunBngton Disease, 
dementia due to Pick Disease, dem^a due to CreutzfeldtJacob Disease, amnestte 

10 disorders due to a general medicaJ condition. substance-Induced perdsfing amnest'c 
disoider, mlM cognWve impaiimeni disorder and other cognitive disorders. 

The present invertOon thus relates to the use of pipamperon or a phanmaceuficaliy 
acceptable salt thereof for the preparation of a medteament for treating the underlying 

1 5 emotion dysregulation of a cognitive mental dise^e or disorder selected from the group of 
diseases and disorders conslsfing of Alzheimer Disease, substance-related persisting 
dementia, vascular dementia, dementia due to HIV disease, dementia due to head 
trauma, dementia due to Partdnson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, dementia due to Creutzfieldt-Jacob Disease, amnestic 

20 disorders due to a general medical condWoft. 8ubstano&4nduo6d per^sting amnestic 
disortter, mild cognitive impairmerS disorder and other cognifive disorders, characterized 
in ffiat pipamperon or said pharmaoeutlcally acceptable salt thereof is adnrdnistered 
simultaneously ^nrith, separate from or prior to the adminis&Btion of a compound tliat 
activates ERK (extiaceilUtar signal-related kinase) to augrront the therapeutic affect or to 

25 provide a tester onsrt of the ttimpeOtic effect of said compound that activates ERK 
(extracellular signal-related MnaseX further characterized In fliat pipamperon is to be 
administered to a patient in a daily dose rangir^ between 5 and 15 mg of the active 
Ingredient 

30 According fa a preferred embodtmertf, the invention relates to the use as described abovq 
wherein said compound that activates ERK (e)clracelluter slgnaJ-reiated kinase) is CPl- 
1189 or a pro-drug or an active meteboiite. thereof, or a phamsaceuticaliy acceptable salt 
thereof. Preferably. CPI-il89 Is to be admir^tered In a dally dose of between 50 and 100 
mg of the active ingredlenL 

35 
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The Invention also relates to a phamnaceutical composition comprising (a) prpamperon, 
and (b) a compound that activates ERK (extracellular signal-related kinase), preferably 
CPU 189 or a pro-drug or aft active metabolite thereof, or a pharmaceufically acceptable 
salt thereof, as a combined preparation for simultaneous, separate or sequential use for 

5 treating the underlying emotion dysregulation of a mental disease or disorder which Is 
chosen from the group of diseases or disorders consisting of Atzheimer Disease, 
substance-related persisting dementiat vascular dementia, dementia due to i-flV disease, 
dementia due to head trauma, demenfld due to Paricinson Disease, dementia due to 
Huntington Disease, dementia due to Pick Disease* dementia due to Creutdeldt-vlacob 

10 Disease, amnestic disorders due to a general medical condition^ substance-induced 
persisting amnestic disorder, mild cognitive impairmert disorder and other cognitive 
" disorders. ' • - 

The invention also relates to a phannaceutical composition as descr1t>ed above wiierein 
IS pipamperon is provided in a unitary dose of bebveen 5 and 15 mg of the active ingredient 
and wherein said compound that activates ERK (extracellu1?ir oignakelated Idnase) Is 
CP!-1189, preferably provided in a unitary dose of between 50 and 100 mg of the active 
ingredient 

20 33: combination therapy with a GABA (gamma-aminobutyric acid) agoni st compoigid 

The mental disorders which can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, lor instance pipamperorx in a ccmiblnatlon therapy 
wfth a GABA (gamma-aminobutyric acid) agonist conpound, aie chosen from the group of 
diseases or disorders consisting of Alzheimer Dise^, subsfanoeHrelated persisting 

25 dementia, vascular demenSa, dementia due to HIV disease, dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, demenBa due to CreutzfeldWacob Disease, amnesfic 
disorders due to a general medical condition, substance-induced persisting amnestic 
disorder, mild cognitive impairment disorderand other cognitive disoders. 

30 

The present invenfion thus relates to the use of pipamperon or a phamfiaoeutically 
acceptable salt thereof for the preparation of a medicamert fbr treating flie underlying , . 
emotion dysregul&tion of a cognitive mental disease or disorder selected ftom the group of 
diseases and disorders consisting of Abzhefrner {^sease, substance-related per^sfing 
35 dementia, vascular dementia, dementia due to HIV disease, dementia due to head 
trauma, dmentia due to Paricinson Disease, dementia due to Huntfrigton Disease, 
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dementia due to Pick Disease, demenlla due to Creirtzfeldt-Jacob Disease, amr»stlc 
disorders due to a general medical condition, substance-induced persisting amnestic 
disorder, mild cognitive impairmertt disorder and other cognftlve disorder^ charBcterized 
In thai plpamperon or said pharmaceutically acceptable salt thereof Is administered 
simultaneously with, separate from or prior to the administFaOon^ of a GABA agonist 
compound to augment the therapeidc effec* or to provide a faster onset of the therapeutic 
effect of said GABA agonist compound^ further characterized in that plpamperon is to be 
adntinisfered to a paHent in a dally dose ranging between 5 and 15 mg of the active 
ingredient 

According to a pr«fened enrriiodimerft, the Invention relates to the use as descntied above 
wherein said GABA agonist compound nefiracetam or a pro-dnig or an active 
metabolite thereof, or a pharmaceutically acceptable salt thereof. 

The Invention also relates to a phannaoeufical composition comprising (a) plpamperon. 
and (b) a.QABA agonist, preferably nefiracetam or a pro-drug or an active metabolite 
thereof, or a pharmaceutically acceptable salt tiiereof. as a comlMned preparation for 
simultaneous, separ^e or sequerftal use for treating the underlying emotion dysregulation 
of a mental disease or disorder which is chosen liom the group of diseases or disordere 
consisting of Alzheimer Disease, substance-related persisting dementia, vascular 
dementia, dementta due to HIV disease, dementia due to head trauma, dementia due to 
l^aridnson Disease, dementia due to Huntington Disease, dementia due to Pick Disease, 
dementia due to CreutzfeldWacob Disease, amnestic disordere due to a general medical 
condition, substence-lnduoed perslsilng amnestic disorder, mild cogntlive impalrartent 
disorder and other cognitive disorders. 

34: combinafaon therapy witti a GABA -A aoonist compound 

The mental disordere vtfhich can be treated ushg compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instance plpamperor\ in a combination therapy 
with a GABA-A (gamma-aminobutyrto acid receptor A) agonist compound, are sleep 
disordere. 

The present Invention flius relates to flie use of plpamperon or a phannaceuticaily 
acceptable salt thereof for the preparation of a medlcamertt for treating the underlying 
emotion dysregulation of sleep disorders, characterized in that plpamperon or said 
phannaoeuHcaHy acceptable salt thereof is administered slmirfteneously with, separate 
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from or prior to the acfmlnfetration of a GABA-A agonist compound to augment the 
therapeitic effect or to provide a faster onset of the therapeutic effect of said GABA-A 
agonist compound, further characterized in that pipamperon is to be administered to a 
patient In a daily dose ranging between 5 and 15 mg of the active in^edient 

5 

Acceding to a prefenred embodiment, the invention relates to the use as described above^ 
wherein said GABA-A agonist compound is gaboxadoi or a prodrug or an active 
metabolite thereof, or a pharmaceuUcaily acceptebla salt thereof. Preferably, gaboxadoi is 
to be administered in a daily dose of between 5 and 20 mg of the active Ingredient 

10 

The invention also relates to a pharmaceuScal con^sltion comprising (a) plpampmn, 
and (b) an GABA-A agonist preferably gaboxadoi or a pro-drug or an acbVe metabolite 
thereof, or a phamnaceuticaiiy acceptable salt thereof, as a combined preparation for 
simultaneous, separste or sequential use for treating the underlying emction d^nregulatron 
IS of sleep disorders* 

The invention also reiatel^ to a phamiaoeutical composition as described above wherein 
pipamperon is provided in a unitaiy dose of between 5 and IS mg of the acBve Ingredient 
and wherein said G^A-A agonist is Gaboxadoi preferably provided bi a unSary dose of 
20 between 5 aid 20 mg of Uie active Ingrecfient. 

35: comblnaltontherapy with a GABAA modulator compound 

The mental disorders which can be treated usbig compcninds having a high selective 
affinity for the 54fT2A and D4 receptor, for Instance pipamperor\ In a combination flierapy 

25 with a GABA-A (gamma-aminobuVric acid receiptor A) modulator compound, are chosen 
from the group of diseases or disordeis consisting of anxiety disorders, eating disorders, 
premenstrual syndrome, somatofonn disorders (exciudirg pain disorders), factitious 
disorders, dissodative disorders, sexual and gender identity disord^, sleep disorders, 
adjustment disorders, impulse control disord^, personality disorders, bereavement, 

30 occupational problem and probiems related to abuse or neglect 

The present invention thus relates to the use of plpanqieron or a pharmaoeutically 
acceptable salt thereof for the preparation of a medicamertt for treating the underiying 
emotton dysregufation of a non-cogrdtive mental disease or disorder selected from the 
35 group of diseases and disorders consteHng of an)dety disorders, eating disorders; 
premenstrual syndrmie, somatofomi disorders (excluding pain (fisoiders), facti&ous 
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disorders, dissociative disorders, sexual and gender identity disorders, sleep disorders, 
adjustment disorders, impulse control disorders, personality disorders, bereavement, 
occupational problem and problems related to abuse or negtect, characterized In that 
pipamperon or said pharmaceullcalV acceptable salt thereof is administered 
5 simultaneously with, separate from or prior to the administration of a GABA-A modulator 
compound to augment the therapeiiic effect or to provide a faster onset of the therapeutic 
effect of said GABA-A modulator compound, further charactered In tfiat pqpamperon is to 
be adnrinistered to a patient In a dally dose ranging between 5 and 15 mg of ttie active 
ingredienL 

10 

According to a preferred embodiment, the Inversion relates to the use as described abov^' 
wherein' said GABA-A modulator compound is chosen from the group consisting of - 
Zolpidem (preferably MR sustained-release version), zalepbn (preferably extended- 
retease fonmulafion), SL 65.1498, SEP1 74559, pagoclone, NGD 96-3, indipton, 

15 eszopiclone, CP-730,330 (NGD 96-3) and ocinapbn, preferably Zolpidem (preferably MR 
sustained-release version), zaieplon (preferably extended-release formulationX 
pagoclone, NGD 98-3, indiplon or eszopiclone, or a pro-drug or an active metabolite 
thereof, or a pharmaceutically acceptable saKthereof. Preferably, Zolpidem MR sustained- 
release version is to be administered In a daily dose of between 10 and 20 mg of the 

20 active ingredient Preferably, zaieplon extended-release is to be administered In a daity 
dose ranging between 2.5 and 20 mg of the active Ingredient Preferably, pagoclone is to 
be administered In a daily dose ranging between 7.5 and 60 mg of the active ingredient 
Pr^rably, indiplon is to be adminlsteied in a daily dose of between 10 and 20 mg of the 
active ingredient Preferablyt eszopiclone is to be administered in a daily dose of between 

25 2 and 3 mg of the acHve ingredient Preferably, ocinaplon is to be administered bi a dally 
dose of between 10 and 60 mg of the acOve ingredient 

The invention also relates to a pharmaceufical composition comprising (a) pipamperon, 
and (b) a GABA-A modulator, preferably chosen from the group consisting of Zolpidem 

30 (preferably MR sustained-release verslonX zaieplon (preferably extended-release 
femiulafion), SL 65.1498, SEP174559, pagoclone, NGD 96-3, Indlpbn, eszopiclone, CP- 
730,330 (NGD .96-3) and ocinaplon, preferably Zolpidem (preferably MR sustained-release 
version), zaieplon (preferably extended-release forniulation), pagoclone, NGD 96-3, 
indiplon or eszopiclone, or a pro-drug or an active metabolite thereof, or a 

35 pharmaceutfcaHy acceptable salt thereof, as a combined preparation for simultaneous 
separate or sequential use for treating the underlying emotion dysreguiatbn of a mental 
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disease or disorder wh?ch is chosen from the group of diseases or disordej^ consisting of 
anxiety disorders, eating disorders, premenstrual syndrcxne. somatofomn disorders 
(excluding pain disorders), feditious disorders, dissociative disorders, sexual and gender 
ideniity disorders, steep disorders, adjustment disorders, impulse control disorders, 
5 personality disorders^ bereavennent. occupational problem and problems related to abuse 
or neglect 

The invention also relates to a pharmaceutical composiflon as described above wherein 
pipamperon Is provided in a uniteiry dose of between 5 and 15 mg of the active ingreditot 
10 and wherein said GABA-A modulator is Zolpidem MR sustained-release version, 
preferably provided in a unitary dose of between 10 and 20 mg of the acfive ingiedieriL 

The invention also relates to a pharmaoeuticat composition as described above v\Aierein 
pipamperon is provided In a unitary dose of between 5 and 15 mg of the active Ingredient 
15 and wherein said GABA-A modulator is zaieplon extended-release, preferab^ provided in 
a unitary dose of between 2.5 and 20 mg of the active ingredient 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon is provided in a unitary dose of between 5 and 15 mg of the active ingredient 
20 and wherein said GABA-A modulator is Pagodone, preferably provided in a unitaiy dose 
of between 7.5 and 60 mg of the active ingredient 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon Is provided in a unitary dose of between 5 and 15 mg of the ac^ve ingredtent 
25 and wherein said GABA-A modulator is indqslon, preferably provided in a unitary dose of 
between 1 0 and 20 mg of tlie active ingredient* 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon Is provided in a unitary d ose of be tween 5 and 15 mg of the active ingredient 
30 and wherein said GABA-A moduiaior ^^^^^s^one^ preferably provided in a unitary dose 
of between 2 and 3 mg of the active ingredient. 

The invention also relates to a phanmaoeutical composition as described above wiierein 
pipamperon is provided in a unitery dose of between 5 and 15 mg of the active ingredient 
35 and wherein said GABArA modulator is odnapioi\ preferably provided in a unitary dose of 
i>e^veen 1 0 and 60 mg of tiie active IngredienL 
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36: combination therapy with a GABA-B antagonist compound 

The mental disorders which can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instance pipamperorv In a combination fierapy 
5 with a GABA-B (gamma^minobu^c acid receptor B) antagonist compound, are chosen 
from the group of diseases or disorders consisting of anxie^ disorders, eating disordeis, 
premenstrual syndrome, somatofbmi disorders (excluding pain disoiders). fiactiUous 
disorders, dissociative disorders, sexual and gender identHy disorders, steep disorder^ 
adjustment disoiders. impulse control disordas. personality disorders, bereavement, 
10 occupational problem and problems related to abuse or neglect 

The present invention thus relates to the use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the preparation of a medicamert for treating the underlying 
emotion dysreguiation of a non-cognitive mental disease or disorder selected from the 

15 group of diseases and disorders consisting of anxiety disorders, eating disorders, 
premenstrual syndrome, somatoform disorders (excluding pain disorders), factitious 
disorders, dissociative disorders, sexual and gender Identify disorders, sleep disorders, 
adjustnrtent disorders, impulse control disorders, personality disorders, bereavement, 
occupational problem and pndblems related to abuse or neglect, ^aracterlzed In that 

20 p^amperon or said phamnaoeutlcal^ acceptable salt ttiereof Is adntinistered 
simultaneous^ with, separate from or prior to the adntinlstration of a GABA*B anteigonist 
compound to augment the therapeutic effect or to provide a feister onset of the therapeuGc 
effect of said GABA-B antagonist compound, further characterized In that pipamperon is 
to be administered to a patient in a daii/ dose ranging between 5 and 15 mg of the active 

25 ingredient 

According to a preferred embodimert, the invention rslates to the use as described abovQ 
wher^n said GABA-B antagonist compound is AVE 7398 or a pnxlrug or an active 
metabolite thereof, or a pharmaceuQcaily acceptable salt thereof. 

30 

The bnvention also relates to a ptiarmaceufical composition comprising (a) pipamperon. 
and (b) a GABA*6 antagortist, preferably AVE 7398 on a pro-drug or an active metabolite 
thereof, or a phamiaceutically acceptable saK thereof, as a combined preparation for 
simultaneous, separste or sequerttial use fbrfreating the underlying emotion dysreguiation 
35 of a mental disease or dlscMrder which Is chosen from the group of diseases or disorders 
consisting of anxiety disorders, eating disorders, premenstrual syndrome, soitiatofbrm 
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disorders (excluding pain disorders), factitious disorders, dIssoclaSve disorders, sexual 
and gender identity disorders, sleep disorders, acjustment disorders, impulse control 
disorders, p^onalrty disorders, bereavement occupational problem and problems 
related to abise or neglect 

37: combination therapy with a Glial-cell Line Derived Neuroftpphic Factor compourtd 
The mental disorder wMch can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 receptor^ for Instance plpamperon^ In a combinafion therapy 
with a Gfial-celi Line Derived Neurotrophic Factor compound, is Paridnson diseaea 

The present invention thus relates to the use of pipamperon or a pharmaoeuticaliy 
• acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of Parkinson disease, characterized In that pipamperon or said 
pharniaceidically acceptable salt thereof is administered simultaneously witfn, separate 
from or prior to the administration of a Glial-cell Line Derived Neurotrophic Factor 
compound tD augment the therapeutic effect or to provide a faster onset of the therapeutic 
effect of said Glial-cell Line Derived Neurotrophic Factor compound, further characterized 
in that pipamperon Is to be administered to a patient in a daUy dose ranging betwueen 5 
and 15 mg of the active Ingredient 

According to a preferred embodlmertt, the invention relates to tfie use as described above; 
wherein said Gllal-cell Line Derived Neurotrophic Ractor compound is GDNF or a prxxirug 
or an active mefabollte thereof, or a pharmaoeuticaliy acceptable salt thereof. Preferably, 
GDNF is to be administered In a daily dose ranging between 3.75 and 30 mg of the active 
ingredient. 

The Invention also relates to a pharmaceutical composition comprising (a) plpamp^n. 
and (b) a Gllal-cell Line Derived Neurotrophic Factor, preferably GDNF or a pro-drug or an 
active metabolite thiereof , or a phanmaceutically acceptable salt thereof, as a combined 
preparation for simultaneous, separate or sequential use for treatir^ the underiying 
emotion tlysregulaUon of Parkinson disease. 

The Invention also relates to a phamnaoeutical composition as described above vt^eretn 
pipamperon is provided in a unitary dose of b^een 5 and 15 mg of the active Ir^r^dtent 
and wherein said Gtiat-cell Une Derived Neurotrc^hic Factor is GD^F. preferably provided 
in a unitary dose of between 3.75 and 30 mg of the active Ingredient. 
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38: combination therapy with a gluooocrticofd svnttiesis inhibitor compound 
The mental disorders which can be treated usmg compounds leaving a high selective 
affinity for the 5-HT2A and D4 receptor, for instance pipamperor\ in a combination therapy 
5 a glucocorticoid synthesis inhibitor compound, are chosen from the group of diseases 
or disofdm consisting of substance related disorders and Parianson disease. 

The present Invention thus relates to the use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the preparation of a medicament for treating the underiying 

10 emoflqn dysr^ulation of substance related disorders, ch^cterired in that pipamperon or 
said pharmaceutlcally acceptable salt thereof is administered simultaneously with, 
separate from or prior to the administration of a glucocorticoid synthesis inhibitor 
compound to augment the therapeutic effect or to provide a faster onset of the therapeutic 
effect of said glucocorticoid ^^hesis inhibitor compound, further characterized in that 

15 pipamperon is to be administered to a patient In a daily dose ranging between 5 and 15 
mg of the active ingredleni. 

The present invention tfius relates to the use of pipamperon or a pharmaceutlcally 
acceptable salt therecf for the preparation of a medicament for treaQng the underlying 

20 emotion dysregulation of Parldnson disease, characterized in that pipamperon or said 
piiarmaceuHcaliy acceptaUe s^ thereof Is administ^ed simultaneousiy with, separate 
from or prior to the administration of a glucocorticoid synthesis inhibitor compound to 
augnnent the therapeutic effect or to provkje a faster onset of the therapeutic effect of said 
glucocorticoid syntfiesis inhibitor compound, lurther charact^zed in that pipamperon is to 

25 be administered to a patient In a daily dose ranging between 5 and 15 mg of the active 
ingredient. 

According to a preferred embodiment, the invention relates to the uses as described 
above, wherein said glucocorticoid synttiesis inNbitor compound is metyrapone or a pro- 
30 drug or an active metabolite thereof, or a ptiannaceuticaliy acceptable salt thereof. 

The Invention also relates to a phanraceuticai composition comprising (a) pipamperon. 
and (b) a glucocorticoid synthesis Inhibitor, preferab^ me^pone or a pro-drug or an 
a^e metabolite theredf, or a pharmaoeutically acceptable salt thereof, as a combined 
35 preparation for simultaneous, separate or sequential use for treatir^ the underiying 
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emotion dysregulatton of a mental disease or disorder which is chosen fiom the group of 
diseases or disorders consisting of substance rented disorders and Paridnson disease. 

39: combination therapy with a ohrtaBnate receptor antagonist comp Qiinri 
The mental disorders which can be treated using compounds having a high setecfive 
affinity for the 5-HT2A and D4 receptor, for instance plpamperorx in a combination fterapy 
with a glulamate receptor antagonist compound, are chosen from the group of diseases or 
disorcters consisting of anxiety disorders, somatolbmn disoideis (excluding pain 
disordera). factitious disorders, dissodativa disorders^ aoQusfment disorders, impulse 
control disorders, substance-related disorders, personality dlsordere. bereavement, 
occupational problan. problems related to abuse or neglect and pain disoiders. 

The present invention thus relates to the use of pipamperon or a pharmaceuticalty 
acceptable salt thereof for the preparation of a medlcamerl for treating the underlying 
emotion dysregulation of a non-cognitive mental disease or disoreJer selected from the 
group of diseases and disorders consisting of anxiety disorders, somatofbmi disorders 
(excluding pain disorders), factitious disorders, dissociative disordere. adjustment 
disorders. Impulse control disorders, substance-related disoixlers, personality disorders, 
bereavement, occupational problem, and problems related to abuse or neglect, 
characterized In that pipanoperon or said phannaoeuflcalV acceptable salt thereof Is 
administered simulteneousiy with, separate from or prior to the administrafibn of a 
giutamate receistor antagonist compound to augment the therapeutic effect or to provide a 
faster onset of the therapeutic effisct of said glutamate receptor antagonist compound, 
further characterized In that pipamperon is to be administered to a patient In a dal^ dose 
ranging between 5 and 15 mg of the active ingredient 

The present invention thus relates to the use of pipamperon or a phamiaceutlcally 
acceptable salt thereof for the preparation of a medicament ft>r treating the underlying 
emotion dysregulation of pain dIsonJers; characterized in thai pipamperon or said 
phamiaceuiicaHy acceptable salt thereof Is administer^ simuttaneousty with, separate 
fiom or prior to the adminlsftation of a glutamate receptor antagonist compound to- 
augn»nt the-therapeuOc effect or to provide a faster onset of the therapeutic effect of said, 
glutemate receptor antagonist compound further characterized in that pipamperon is to 
be administered to a patient in a daOy dose ranging between 5 and 16 mg of the active 
ingredient - 
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According to a preferred embodiment, the invention relates to the uses as described 
above, wherein said glutamate receptor antagonist compound is LY354740 or a pro-drug 
or an active metabolite Ihereof, or a pharmaceutically acceptable salt thereof. 

The invention also relates to a phannaceutrcal composition comprising (a) pipamperon. 
and (b) a glutamate receptor antagonist, preferably LY354740 or a proKlnig or an active' 
metabolite thereof, or a phamiaceutically acceptable salt thereof, as a combined 
preparation for simultaneous, separate or sequentlai use for treating the underiying 
emotion dysregulation of a menial disease or disorder which is chosen tram the group of 
diseases or disorders consisting of anxiety disorders, somatofbmi disondere (excluding 
pain disorders), factitious disorders, dissociative disorders, adjustment dteorders, impulse 
control disorders, substance-related • disorders, personality disorders, bereavement, 
occupational proWan. problems related to abuse or neglect and pain disoidera. 

40: combination therapy with an GPCR r G-proteinK^upled receptor) mnrii.fafor 
The mental disonlere which can be treated using compounds having a high selective 
afRnliy for the 5-HT2A and D4 receptor, for instance pipamperoa in a combination tfierapy 
with an GPCR (Q-protelrH;oupled receptor) modulator, are chosen from the group of 
diseases or disordeis consisting of mood disorders, arodeSy disorders, eating disorders, 
premenstrual syndrome, somatofonn disoidere (e}(cluding pain dlsoidere). fectltious 
disorders, dissociative disorders, sexual and gender identity disordere. sleep disorders, 
adjustonent disorders. Impulse control disorders, substance-related disordere. personaiit}^ 
disorders, bereavement, occupational problem, problems related to abuse or neglect and 
pain disordere. 



The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparafion of a medicament for treating the underiying 
emotion dysregulation of a non-cognitive mental disease or disorder selected from the 
group of diseases and disordere conslsfing of mood disoidere. arodety disorders, eating 
disorders, premenstmal ^ndrome. somatoform disoidere (excluding pa&i dteordere). 
facetious disonJers, dissociative disonJers^ sexual and gender Mentity disordere. sleep 
disordere. adjustment disorders, impulse control disorders^ substanoe-ielated disorders, 
personality disorder^ bereavement, occupational problem and problems related to abuse 
or neglect, characterized in that pipamperon or said phamiacet^caiV acceptable salt 
35 thereof is administered simultaneously with, separate from or prior to the adndhisfration of 
a GPCR modulator compound to augment the therapeutic efiect or to provide a fester 
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onset of the therapeutic effect of said GPCR modulator compound, further characterized 
in that pipamperon is to be administered to a patient in a daily dose ranging between 5 
and 15 mg of the active ingredient 

The present invention thus relates to the use of pipamperon or a phamiaoeuticaily 
acceptable salt thereof for the preparation of a medlcamenl for treating the underlying 
emotion dysreguiation of pain disorders^ characterized in that pipamperon or said 
pharmaceuHcally acceptable satt thereof is administered simultaneously with, separate 
from or prior to the administration of a GPCR modulator compound to augment the 
therapeutic effect or to provide a faster onset of the therapeutic effect of said GPCR 
modulator compound, further characterized in that pipamperon is to be administered to a 
patient in a daily dose ranging between 5 and 1 5 mg of the active ingredienL 

According to a preferred embodiment, the invention relates to the uses as ^described 
above, wherein said GPCR modutetor compound is R1204 or a pro-dnig or an active 
metafxilitetii^of, or a pharmaoeutieally acceptable satt thereof. 

The invention also relates to a phannaceufical composition comprising (a) pipamperon. 
and (b) a GPCR modulator, preferably R1204 or a pro-diug or an active metabolite 
thereof, or a phamnaceufically acceptable satt thereof, as a combined preparation for 
simultaneous, separete or sequential use for treating the underiying emotion dysreguiation 
of a mental disease or disorder which Is chosen from the group of diseases or disordere 
consisting of mood disorders, anxiety disord^, eating disonlers, premenstrual ^drome, 
somatoform disorders (excluding pain disordersX factitious disordere, dIssociaUve 
disorders, sexual and gender Identity disorders, sleep disoideis, adjustment disorders, 
impulse control disorders, substance-related disorders, personalty disorders, 
bereavement, occupational problem, probl^s related to abuse or neglect and pain 
disorders. 

41: combfrtation therapy with an GR (olucocorticotd receptor) antagonist 
The mental disontere vitfilch can be treated usir^ com|x>unds having a Wgh selective 
afRnNy for ttie 5-HT2A and D4 receptor, Ibr instance pipamperoi% In a oon^ination therapy 
Witt) an GR (glucocorticoid receptor) antagonist, are chosen Horn the group of diseases or 
disordere consisting of mood disordere, anxiety disordere, eating dtsoidera, premenstmal 
syndrome, somatofonn disordere (exduding pain disordereX factitious disonlers, 
dissociative disordere. sexual and gender identity disordere, sleep disordere, adjustment 
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dfsordeis, Impulse control disorders, substance-related disorders, personality disorders, 
beieavement, occupational problem, problems related to abuse or neglect and pain 
disorders. 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysreguiation of a non-cognitive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 
disorders, premenstmal syndrome, somatofbnn disoniers (excluding pain disorders), 
factitious disorders, dissociative disorders^ sexual and gender identity disorders, sleep 
disorders, adjustment disorders, impulse control dfeorders, substance-ieiafed disorders, 
personality disorders, bereavement, occupational problem and problems related to abuse 
or neglect, characterized In that pipamperon or said pharmaceuHcally acceptable salt 
thereof Is administered simultaneously with, separate from or prior to the administration of 
a GR antagonist compound to augment the therapeufic effect or to provide a fester onset 
of the therapeutic effect of said GR antagonist compound, further characterized in that 
pipamperon Is to be administered to a patient in a dally dose ranging between 5 and 15 
mg of the active ingredtent. 

The present invention thus relates to the. use of pipamperon or a pharmaoeuticaily 
acceptabte salt thereof for the preparation of a medicament for treating the underlying 
emotion dysreguiation of pain disorders^ characterized In that pipamperon or said 
pharmaceuHcaily acceptable salt thereof is administered simultaneously with, separate 
from or prior to the administration of a GR antagonfet compound to augment the 
therapeutic effect or to provide a faster onset of the therapeutic effect of said GR 
antagonist compound, further characterized in that pipamperon is to be acbnfnistered to a 
patient in a dalV dose ranging between 5 and 15 mg of the active Ingredient. 

According to a prefened embodimenl, the invention relates to the use as described abovei 
wherein said GR antegonist compound Is chosen from the group consisfing of ORG 
34517/34850 and mifepristone, pr^rabiy mifeprtetone;' or a pro<lrug or an active 
metebollte thereof, or a phameceutical^ accepteble salt thereof. Preferably, mifepristone 
is to be administered in a daDy dose of between 600 and 1200 mg of the active Ingredient 

The Invention also relates to a pfarmaceufical conrqat^on comprising (a) pipamperon, 
and (b) a GR antegonist preferably chosen from the group consisting of ORG 
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34517/34850 ' and mifepristone, preferably mifepristone, or a pro-drug or an active 
metabolite thereof, or a pharmaceutically acceptable salt thereof, as a combined 
preparation for simultaneous, separate dr sequential use for treating the underlying 
emotion dysregulaUon of a mental disease or disorder which is chosen from the group of 
5 diseases or disordeis consisting of mood disorders, anxiety disorders, eating disorders^ 
premenstrual syndrome, somatoform disorders (excluding pain disorders), factitious 
disorders, dissociative disorders, sexual and gender Identify disorders, sleep disorders, 
adjustment disordas. impulse control disorders, subsfanoe^elated disorders, personadtfy 
disorders, bereavement oocupationaf problem, problems related to abuse or neglect and 
10 pain disorders. 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon is provided in a unitary dose of between 5 and 15 mg of the active Ingredbnt 
and wherein said GR antagonist is R/Bfepristone, preferably provided in a unitary dose of 
15 between 600 and 1200 mg of the active ingredient. 

42: combination therapy witti a Mstarrune TO-receptor antagonist 

The mental disorders which can be treated using compounds having a high selective 

affinify for the 5-HT2A and D4 receptor, for Instance pipamperorv in a combination therapy 

20 wiBi a histamine H3-reoeptor antagonist, are chosen firom the group of dteeases or 
disorders consisting of Abheimer EKsease. substano&ielafed persisting dementia, 
vascular dementia, dementia due to HIV disease^ dementia due to head trauma, dementia 
di» to ParWnson EMsease, dementia due to hfajntington Disease, dementia due to Pick 
Disease, dementia due to Creuizfeldt-Jacob Disease, amneste cfisordersdue to a gmeral 

25 medical condition, substence-induced p«sisfing amnestic disorder, mild cognitive 
Impairment disorder and other oognltive disorders. 

The present invention thus relates to the use of pipamperon or a phannaceutically 
acceptable salt thereof for the preparation of a medicamert for treating the underlying 

30 emotion dysregulation of a cogniHvo mental disease or disorder selected from the group 
of diseases and disorders consisling of Alzheimer Disease, substance^lated persisting 
dementia, vascular dementia, dementia dt» to HIV disease, dementia due to head 
traunrra, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, dementia due to Creufzfeldt-Jacob Disease, amnestic 

35 disorders due to a general medical condition, substance-induced persisting amnestic 
disorder, mild cognitive impalnnent disorder and ottier cognitive disordeisi characterized 
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in that pipamperon or safd pharmaceutically acceptable salt thereof is admrnlstered 
simultaneously with, separate from or prior to the adminisfration of a histamine H3- 
receptor antagonist compound to augment the therapeutic effect or to provide a faster 
onset of the therapeutc effect of said histamine HS-receptor antagonist compound^ further 
S charact^zed in that pipamperon is to be administered to a patient in a daily dose ranging 
between 5 and 15 mg of the active ingrecfient. 

According to a preferred embodlmertt, the invention relates to the uses as described 
above, wherein said histamine HS^receptor antagonist compound Is chosen from the 
10 group of compounds coning of ABT-634 and ABT-239» or a pro-drug or an active 
metabolite thereof* or a pharmaceuticanyaccepted3le salt thereof. 

The invention also relates to a phamiaceuHcal composition comprising (a) pipampmn. 
and (b) a histamine H3-receptor antagonist, preferably chosen from the group con^sting 

IS of ABT-834 and ABT-239 or a pro-drug or an active metabolite thereof, or a 
pharmaceutically acceptable salt thereof, as a combined preparation for simultaneous^ 
separate or sequential use for treating the underJ/ing emotion dysregulation of a cognitive 
mental disease or disorder which Is chosen from the group consi^ng of Alzheimer 
Disease, substance-related persisting dementia, vascular demenSa, dementia due to HIV 

20 disease, dementia due to head trauma, dementia due to Parkinson Disease, dementia 
due to Huntington Disease, dementia due to PIdc Disease, dementia due to Creutzfeldt- 
Jacob Disease, amnestic disorders due to a general medical condition, substance- 
Induced persisting amnestic disorder, mUd oognithre impairment disorder and other 
cognMve disorders. 

25 

43: combination therapy with a hcymonal substance 

The mental disorders vAxich (^n be treated using compounds havirig a high selective 
affinity for the 6-HT2A and D4 receptor, for Instance pipamperon, In a combination therapy 
with a hormonal substance, are chosen from the group of diseases or disorders con^sting 
30 of premenstrual syndrome and sexual and gender identic disorders. 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt thereof fr^r the preparation of a medicamertt for treating the underlying 
emotion dysregulation of a cognitive mental disease or disorder selected from the group 
35 of diseases and disorders consisting of premerstrual syndrome and sexual and gender 
identity disorders, characterized in that pipamperon or said pharmaceiAtealV acceptable 
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salt thereof ?s administered sImuftaneousJy with, separate from or prior to the 
administration of a hormonal substance to augment the therapeidic effect or to provide a 
faster onset of the therapeutic effect of said hormonal substance, further characterized in 
that pipamperon is to be administered to a patient in a dally dose ranging between 5 and 
5 1 5 mg of the acSve ingredient 

According to a preferred embodiment, the invention relates to the uses as described 
above, wherein said hormonal substance Is chosen from the group consisting of a 
testosterone transdenmal spray» a testosterone gel, a female testosterone patch, ^fnthetic 

10 con^gated estrogen A, methyltestostmne, a estrogens/methyltestosterone and a 
drosiperone/etMnyl estradiol compodtion, or a pro-drug or an active metabolite thereof, or 
a pharmaceutically acceptable salt thereof. More preferably, said honmonal substance Is 
synthetic conjugated estrogen A and is to be administered in a daHy dose ranging 
between 0.075 and 0.6 mg of the active ingredient More preferably, said hormonal 

IS substance is a drosiperone/ethinyl estradbl composition and is to be administered as a 
daily dose in tablets, preferably comprising 3mg drosiperone and 0.02 rr^ ethinyl estradiol 
of the active ingredients, respectively. 

The invention also relates to a pharmaceutical composition comprisir^ (a) pipamperon, 
20 and 

(b) a hormonal substance, preferably chosen from the group consisting of a testosterone 
transdermal spray, a testosterone gel, a female testosterone patch, synthetic conjugated 
estrogen A, methyitestosterone, a estrogensAnetlyHestosterone and a drosiperone/ettiinyl 
estradiol composition, or a pro-drug or an active metebolite thereof, or a pharmaceuticaHy 
25 accepteble salt thereof, as a combined preparation for sImuKaneous, separate or 
sequential use for treating the underlying emotion dysregulation of a cognitive mental 
disease or disorder which is chosen from the group consisting of premenstrual syndrome 
and sexual and gender identity disorders. 

30 The Invention also relates to a phanmaoeutical composition as described above wherein 
pipamperon is provided In a unitary dose of between 5 and 15 mg of the acOve ingredient 
arKl wherein said homnonal substence is synihette conjugated estrogen A, prel^erably 
provided in a unitery dose of between 0.075 and 0.6 mg of the active ingredient 

35 The invention also relates to a pharmaceutical composition as described alcove wherein 
pipamperon is provided in a unitary dose of between 5 and 15 mg of the active ingrecfient 
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and wherein said homnonal substance fs a drosiperone/etiinyl estradiol composifion. 
prelerably provided in tablets comprising a unftaiy dose of Smg droslperone and 0.02 mg 
ethin^ estradid of tiie active ingredients, respedively. 

5 44: combination tt^eraDvvw'tti a compound vrfilch increases brain concentrations of 5-HT 
TTie menteif disorders which can be treated using compounds having a high selective 
affinity for the S-HT2A and D4 receptor, for Instance pipamperor\ in a combination tieraf^ 
with a compound which increases brain concentrations of 5-f-iT (serotonin), are chosen 
from the group of diseases or disorders consisting of mood disorders, anxiety disorders^ 
10 eating disorders, premenstrual syndrome, somatofonm disorders (excluding pain 
disorders), factitious disorders, dissociative disorders, sexual and gender identify 
disorders, sleep disorders, adjustment disorders; impulse control disorders^ substance- 
related disorders* personality disorders, bereavement, occupational problem, problems 
related to abuse or neglect and pain disorders. 

15 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable saK thereof for the preparation of a medicamert for treating the underiying 
emotion cfysregulation of a non cognitive mental disease or disorder selected from the 
group of disease and disorders consisting of mood disordeis, anxiety disorders, eating 

20 disorders, premenstrual syndrome, somatofbnn disorders (exduding pain disorders), 
factitious disorders, drssodative disorder^ sexual and gender identic disorders, sleep 
disorders, adjustment disorders, impulse control disorders, substance-related disordeis, 
personality disorders, bereavement, occupational problem and problems related to abuse 
or neglect, characterized in that pipamperon or said phamiaceutlcally acceptable saft 

25 thereof Is administered simultaneously with, separate from or prior to the administration of 
a compound which increases brain concentrations of 5-HT (serotonin) to augment the 
tiierapeuUc effect or to provide a faster onset of the therapeutic effect of said compound 
which increases brain concentrations of 5-HT (serotonin), further characterized In that 
pipamperon Is to be administered to a patient in a daily dose ranging between 5 and 15 

30 mg of the active fngrodient. 

The present Invention thus relates to the use of r^pamperon or a pharmaoeufioaliy 
acceptable salt thereof for the preparation of a medicamert for treating the underlying 
emotion dysregulation of pain, characterized in that pipamperon or said phannaceUQcalV 
35 acceptable salt thereof is admbnistered simultaneously with, separate from or prior to the 
administration of a compound which increases brain concentrations of 5-HT (serotonin) to 
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augment the therapeutic effect or to provide a faster onset of the therapeufic effect of sard 
compound which increases brain concentrations of 5-HT (serotonin), further characterized 
in that pipamperon is to be administered to a patient In a daily dose ranging between 5 
and 1 5 mg of the active ingredient 

5 

According to a preferred embodlmert, the invention relates to the uses as described 
above, wherein said compound which increases brain concentraflons of 5-HT (serotonin) 
is chosen from the group consisting of triptosine; tramadol, SP 186, PMD 145 and KW 
6055, or a pro-drug or an active metabofite thereof, or a pharmaceuficaliy acceptable salt 
10 thereof. 

The invention also relates to a pharmaceufical composition comprising (a) pipamperon, 
and (b) a compound v^lch increases brain concentrators of S-HT (serotonin), preferably 
chosen from the group consisting of triptosine, tramadol, SP 186, PMD 145 and KW 6055, 

IS or a pro-drug or ah active metatK^IIte thereof, or a phamiaceutically acceptable satt 
ttiereof, as a combined preparation for simultaneous, separate or sequential use for 
treating the und^ying emotion dysregulation of a mental disease or disorder which is 
chosen from the group of diseases and disorders consisflng of mood disorders, anxiety 
disorders, eating disorders, premenstrusri syndrome, somatofomi disorders (excluding 

20 pain disorders), factitious disorders^ dissociaSve disorders, sexual and gender IdentHy 
disorders, sleep disorders, adjustmert disorders, Impulse control disorders^ substance- 
related disorders^ personality disorders, b^eavement, occupafional problem, problems 
related to abi^ or neglect and pain disorders. 

25 45: combination therapy with a compound which Increases insulin sertsMvitv 

The mental disorders v^lch can be treated using compounds having a high selective 
afRnity for the 5-HT2A and D4 receptor, for instance pipamperor\ In a combination therapy 
with a compound which increases insulin sensitivity, are chosen from the group of 
diseases or disorders consisting of Alzheimer Disease, substance-related persisting 

30 dementia, vascidar dementia, dementia due to HiV disease^ dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia dueta Picic Disease, dementia due. to Cre[Utzfeldt*^Jacob Disease, amnestic 
disorders due to a general medical condiBon, substance-induced persisting amnestic 
disorder, mild cognitive imp^rmert disorder and other cognitive disorders. 

35 
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1^6 present invention thus relates to the use of pfpamperon or a phannaoeutically 
acceptable salt thereof for the preparaffon of a medtoament for treating the underlying 
emotion (^regulation of a cognOive menfal disease or disorder selected from the group 
of dteeases and disorders consisting of Atzhefmer Disease, substance-related persisting 
S dementia, vascuiar dementia* dementia due to HIV disease dementia due to head 
trauma, dementia due to Partdnson Disease, dementia due to l-funtington Disease, 
dementia due to Pick Disease, dementia due to Creutzfeldt-Jacob Disease, amnestic 
disorders due to a general medteal condition, substance-induoed persisting amnestic 
disorder, mild cognitive impairment disorder and other cognitive disorders^ characterized 

10 in tfiat pipamperon or said phanmaceuticaiiy acceptable salt theractf is administered 
simultaneously vrith, separate Irom or prior to the adntinlstration of a compound which 
Increases' insulin sensiti>% to augment the therapeutic effect or to provide a faster onset 
of the therapeiiic effect of said compound v^fch increases insulin sensitivity, further 
charact^ed in tiiat pipamperon ts to be administered to a pafiertf in a daily dose ranging 

15 between 5 and 1 5 mg of the active ingrecfient. 

According to a preferred embodimertt, the Invention relates to the use as described above^ 
wherein said compound which increases insulin sensitivity is rosigiitasxs^e maleate, or a 
proKtaug or an active metabolite thereof, or a pharmaceutically acceptable saltthereof. 

20 

The invention also relates to a phtarmaceuticai composition comprising (a) pipamperon, 
and (b) a compound which increases insulin sensitivity, prefferabV rosigfitazone maleate 
or a pro-drug or an active metabolite thereof, or a pharmaceutically acceptable salt 
thereof, as a combined preparaSon for simultaneous, separate or sequenfeil use for 

25 treating the under^ng emotion dysregulation of a cogniGve mental disease or disc^er 
which Is chosen .from the group consisting of Alzheimer Disease, subsfance^elated 
persisting dementia, vascular dementia, dementia due to t-ltV disease, dementia due to 
head trauma, dementia due to Paridnson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, dementia due to CreuizfBldt*Jacob Disease, amnestic 

30 disorders due to a general medicai condition, substance-induced persisting amnestic 
disorder, mild cognitive impalntierd; disorderand othercogniflve ctisorders. 

46: combination therapy with a compound inhlBtinq the mixed lineage Mnasefamihf 
The mental disorder which can be Seated using compounds ha^g a high selective 
35 affinity for the S-HT2A and D4 receptor, for Instance pipamperoix in a combination tiierapy 
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with a compound which is an inhibitor of the mixed lineage kinase family is Parkinson 
Disease* 

The present invention thus relates to the use of pipamperon or a pharmaoeulically 
S acceptable salt thereof tor ttie preparafion of a medicamert for treating the underlying 
emotion dysregufation of Parkinson Disease, characterfeed In that pipamperon or said 
pharmaceuficaDy acceptable salt tfiereof Is administered simultaneously with, separate 
from or prior to the adminstration of a compound which is an Inhibitor of the mixed lineage 
kinase family to augment the therapeutic effed or to provide a liaster onset of the 
10 therapeuKc effect of said compound which Is an inhibitor of flie mbced lineage kinase 
family, further characterized in that pipamperon is to be adrrunistered to a paOent in a daily 
dose ranging between 5 and*15 mg of the active ingredient. 

According to a preferred embodimert. the invention relates to the use as descrik^ed abovQ 
15 wherein said compound which Is an inhibitor of the mixed lineage kinase family is CEP- 
1347 or a pro-drug or an active metabolite thereof, or a phannaceutically acceptable salt 
thereof. 

The Invention also relates to a pharmaceutical oompositton comprising (a) pipamperon, 
20 and (b) a compound which is an inhibitor of the miked Hneage kinase family, preferably 
CEP-1347 or a pro-drug or an active metabolite thereof, or a pharmaceuBcally acceptable 
salt thereof, as a combffted preparation for simtitaneous, separate or sequential use for 
treating the underlying emotion dysregulation of Parkinson Disease. 

25 47: combination therapy with an lnterleukin-1 t>eta converting enzyme inh ibitor compound 
The mental dteonier which can be treated using compounds having a high selective 
affinity for \he 5-HT2A and D4 receptor, for instance pipamperoa in a combination therapy 
with an lntsrieukin-1 beta converting enzyme inhibior compound, is a pain disorder. 

30 The present Invention tiius relates to the use of pipamperon or a phannaoeutfcally 
acceptable salt thereof for the preparafion of a medicamert for treating tfio underiying - 
emotion dysregulation of a pain disorder, charact^zed in thai pipamperon or said 
phannaceutically acceptable salt thereof is adrranistered simulteneousiy witii, separate 
ftom or prior to the admbiisiration of an interleuklivl beta converting enzyme Inhibitor 

35 compound to augment the tiierapetitic effect or to provide a faster onset of the therapeutic 
effect of said interieiddn-1 beta comerting en^^ Inhibitor compound, turttier 
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characterized in that pipamperon is to be administered to a patient in a daily dose ranging 
between 5 and 15 mg of the active ingredient 

According to a preferred embodiment, the tnverttion relates to the use as descn'bed above^ 
S wiierein said interleuidn-1 beta converting enzyme inhibSor is pralnacasan or a pro-drug 
or an active metabolite tiereof. or a phanmaceutically acceptable saSX thereof. 

The invention also relates to a pharmaceuScal composition comprising (a) pipampaon, 
and (b) an intorieuldn*1 beta converting enzyme inha>itor» preferably pralnacasan or a pro- 
10 drug or an active metabolite thereof or a phanmaceuttcally acceptable salt thereof, as a 
combined preparatbn for simultaneous, separate or sequential use for treating the 
underlying emotion dysregulation of a pain disorder,. 

48: combination therapy wifri a levodopa/decart>ovlase inhibtor compound 
IS The mental disorder which can be treated using compounds having a high selective 
afRnily for the 5-HT2A and D4 receptor, for instance pipamperon, In a contbinatlon fierapy 
with a levodopa/decarbpylase inhiUtorcompound; is Parkinson CKsease. 

The present invention tfius relates to the use of pipamperon or a pharmaceutlcally 
20 acceptable salt thereof for the preparation off a medicament for treating the underlying 
emotion dysregubtion of Parkinson Disease, characterized In that pipamperon or said 
pharmacedlcally acceptable salt thereof Is administered simultaneously with, separate 
from or prior to the administration of a levodopa/decart>oylase InhibSor compound to 
augment the therapeutic effect or to provide a fiaster onset of the therapeutic effect of said 
25 levodopa/decarboylase inhitiitor compound, further characterized in that pipamperon is to 
be administered to a patient in a daOy dose ranging between 5 and 16 mg of the active 
Ingredient 

According to a prefen-ed embodlmerS. the invention relates to the use as described abovQ 
30 wherein said levodopa/decaiboylase inhibitor compound is levodopa/caibidopa, levodopa/ 
benserazide^ etiievodopafoarbidopa or efil^vodopa/bensera^de^ or a pnxlrug or an active 
metabolite thereof, or a phannaceiAlcally acceptable salt thereof. According to a further 
preferred embodiment, the invention relates to the use as deseed above, wher^n said 
levodopa/decart>oylase inhibitor compound is (efi)Ievodopa/carbIdopa, or a pro-drug or an 
35 active metabolite thereof, or a pharmaceutically acceptable salt thereof in combination 
with entacappne, which is an inhibitor of catechol-O^meUiyltransferase (COMT), or a pro- 



aiiE# 2005-3000032 



#M 2004-349085 



88/ 



8B 

dnig or an active metaboGte thereof, or a pharmaceuHcaDy acceptable salt thereof. 
Preferably said levodopa/decarboylase inhibitor compound is levodopaibarbidopa and is 
to be administered In a dose ranging between 2000 mgf 50 mg and 100 mg/ 10 mg of the 
active ingredients. Preferably said entacapone is to be administered in a dose ranging 
between 1000 mg/ 50 mg, more preferably between 500 mg/ 100 mg. and most 
preferably 200 mg of the active ingredients per day. 

The invention also relates to a pharmaceutical composition comprising (a) plpampax)n, 
and (b) a levodopaAiecarboylase inhibitor compound^ preferably levodopa/carbldopat 
levodopa/ benserazlde, etflevodopa/carbidopa or efilevodopa/benserazide, or a pro-drug 
or an active metabolite thereof, or a phamiaceuflcaHy acceptable salt thereof, as a 
combined preparation for simultaneous; separate* or sequential use for treating the 
underlying emotion dysregulation of Parkinson Disease. The invention also relates to a 
pharmaceutical composifion comprising (a) pipamperon. and (b) a levodopa/decarboylase 
inhibitor compound, preferably Is (eti)levodopa/oarbidopa, or a pro-drug or an active 
metabolite thereof, or a phamnaoeutically acceptable salt thereof In combination with 
entacapone. wtfiteh Is an inhibitor of catechol-O-methySransferase (COMT). or a pro-^rug 
or an active metabolite thereof, or a pharmaceuficaily acceptable salt fliereof. as a 
combined preparation for slmidfaneous, separate or sequential use for treating the 
underlytng emotion dysregulation of Parkinson Disease. 

The invention also relates to a phanmaceutlcal composition as described above wherein 
pipamperon is pro\dded in a unitary dose of between 5 and 15 mg of the active Ingredteni 
and wherein said ievodopa/decariK>ylase inhibitor compound is levodopa/carbidopa, 
preferably provided in a imitary dose of betiA/een 100 mg and 10 mg of the acbVe 
ingredient. 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon is provided in a unitary dose of between 5 and 15 mg of the active ingredient 
and wherein said levodopa/decarboylase inhibitor compound is levodopaA:arbidopa or 
etilevodopa/ carbldopa in combination with entacapone. of which the latter is preferably 
provided tnaunltarydoseofbetweenSOO mg and 100 mg of the active ingredient 

49: combination therapy with a lipld-DNA complex 

The mental disorder which can be treated using compounds having a high selective 
afRnityfor tfie 5-HT2A and D4 receptor, for Instance pipamperoa in a combination therapy 
with a lipfd-DNA complex; is Parkinson Diseasa 
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The present Invention thus relates to the use of pipamperon or a pharmaceuUcally 
acceptable saK thereof for the preparafion of a medicament for treating tiie underlying 
emotion dysreguiation of Parkinson CXsease, ciiaracterized in that pipamperon or said 
5 pharmaceuUcaliy acceptabie salt therecf is administered simultaneous with, separate 
from or prior to the administration of l^id-DNA complex to augment the flierapeutic effect 
or to provide a faster onset of the therapeutic effect of said Rpid-DNA comptex, further 
characterized in that pipamperon is to be administered to a patient in a daily dose ranging 
betuveen 5 and 15 mg of tlie active Ingredient. 

10 

According to a prefenred emt>odimert, the Invention relates to the use as described above^ • 
-^herein said lipid-DNA complex is GR213487B or a pro-drug or an active meteboJite 
thereof, or a pharmaoeutically acceptable salt thereof. 

IS The invention also relates to a pharmaceuGcai convK^sition comprising (a) pipamperon, 
and (b) a iipid-ONA complex, preferab^ GR2134S^ or a pro-drug or an active metabolite 
thereof, or a pharmaceutical^ acceptable salt thereof, as a combined preparation for 
simuRaneous, separate or sequential use fortreating the underiying emotion dysreguiation 
of Parkinson Disease. 

20 

SO: comtrfnation therapy with a monoamine oxidase (MAO) reuptake inhibitor 
The mental disorders which can be treated using compounds having a high selective 
affinity for the &-HT2A and D4 receptor, for instance p!pamperor\ in a combination tinerapy 
with a monoamine oxkiase (IMAO) reuptake Inhibitor, are chosen from the group of 
25 diseases or disorders consisting of substance related disorders and attention-deficit 
disorders (ADHD). 

The present Invention flius relates to the use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the preparation of a medicamert for treating the underlying 

30 emotion dysreguiation of non-cognfttve menial disease or disorder which are sidbstance 
related disorders, characterized in that pipamperon or said phamfiaoeuticaiy acceptable 
salt thereof is administered simuHaneoi^iy viotii, separate from or prior to the 
adrrrinlstration of a monoamine oxidase (MAO) reuptake inhiUtor compound to augment 
the therapeutic effiect or to provide a foster onset of die tiierapeuGc effect of said 

35 monoamine oxidase (I^O) reuptake Inhibitor compound, forther characterteed in that 
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pipamperon is to be administered to a patient in a dally dose ranging between 5 and 15 
mg of the active Ingredient 

The present invention ttius relates to the use of pipamperon or a phamnaoeuticany 
5 acceptable salt thereof for the preparation of a medlcamerft for treating the underiying 
emotion dysregulalton of attention^eficit disorders (ADHD), characterized In that 
pipamperon or said phanmaceutlcally acceptable salt thereof is administered 
simultaneously vwtfi, separate from or prior to the admlntetration of a monoamine oxidase 
(IMAO) reupt^e Inhibitor compound to augment the therapeutic effect or to provide a 
10 faster onset of the tiierapeutlc effect of said monoamine oxidase (MAO) reuptake inhibitor 
compound, further characterized In that pipamperon is to be administered to a patient In a 
dai^ dose ranging between 5 and 1 5 mg of the active Ingredient 

According to a preferred embodlmen, the invention relates to the uses a$ described 
IS above* wherein said monoamine oxidase (MAO) reuptate inhibitor compound Is MS 2359 
or a pro<Srug or an active metabolite thereof, or a phannaceuticafly acceptable saft 
theretf. 

The invention also relates to a pharmaoeufeal oompositton comprisbig (a) pipamperon, 
20 and (b) a monoamine oxidase (iMAO) reuptake inhibitor, preferably NS 2359 or a pro-dnig 
or an active metabolite thereof, or a ptiarmaceuticaliy acceptable salt thereof, as a 
combined prepara:Son for simultaneous, separate or sequential use for treating the 
underlying emotion dysregulation of a mental disease or disorder which is chosen from 
flne group conslsfing of substance related disorders and attention-deficit disorders 
25 (ADHD). 

51: combination thierapvvwth a iWAO-A and a i^O^ reuptake inhibitor 
The mental disorders which can be treated using compounds having a high selecSve 
affinity for the 5-HT2A and D4 receptor, for Instance pipamperon, in a combination ttarapy 
30 with a monoanfne oxidase A (i^O-A) and a monoamine osddase B (MAO*B) reuptake 
inhibitor, wherein said disorders are attenBorhdeflcIt disorders. 

The present Invention thus relates to the use of pipamperon or a pharmaoeutlcalty 
acceptable salt thereof for the preparation of a medicamenl for treating the underlying 
35 emotion dysregulation of attention-deficit disorders, characterized in that pipampmn or 
said pharmaceutlcally acceptable salt thereof is administered simultaneously witli. 
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separate from or prior to the administration of a monoamine o)ddase A (MAOA) and a 
monoamine oxidase B (MAOB) reuptake Inhibitor compound to augment the therapeuUc 
effect or to provide a faster onset of the therapeutic effect of said monoamine oxidasd A 
(IVIAOA) and a monoamine oxidase B (MAO-B) reuptake inhbitor compound, further 
charactolzed in th^ pipamperon is to be admirdst^ed to a patient in a daily dose ranging 
b^ween 5 and 15 mg of the acttve ingredient 

According to a preferred embodimert, the invention relates to the uses as described 
above, wherein said monoamine oxidase A (MAO-A) and a monoamine oxidase B (I^O- 
B) reuptake Inhibitor compound is SPD473 or a pro-drug or an active metabolite thereof, 
or a pharma-ceuQcally acceptable saltthereof. 

The Invention also relates to a pham«ceufical composition comprising (a) pipamperon. 
and (b) a monoamine oxidase A (MAO-A) and a monoamine ojddase B (MAO-B) reupteke 
inhibitor, preferably SPD473 or a pharmaceuHcally acceptable salt thereof, as a combined 
preparation for simultaneous, separate or sequential use for treating the underiying 
emotion <Vsregulation of attention-deficit disorders. 

52: combination therapvvtfith a wKmoamlne oxidase B (M AO-B) inhibitor 
The mental disorders which can be toeated using compounds having a high seiecSve 
affinity for the 5-HT2A and D4 receptor, for Instance pipamperon, in a oomWnation tfieranr 
with a monoamine oxidase B (MAO-B) Inhibitor, are chosen flnom the group of diseases or 
disoidere consisting of mood disorders, anxiety disorders, eating disorders, premenstrual 
syndrome, somatofonn disorders (excluding pain disorders), fecfiflous disorders, 
dissociative disorders, adjustment disorders. Impulse control disorders, atlentlon-deficrt 
disorders, substance-related disorders, personalty disorders, problems related to abuse 
ornegled; pain disorder and Parkinson Disease. 

The present invention thus relates to the use of pipamperon or a pharmaoeuticaBy 
acceptable salt thereof for the preparation of a medicamert for treating the underiying 
emotion dysregulatlon of a no^cognlt^e mental disease or disorder selected from the 
group of diseases and dlsortlers consisting of mood disonJers, anxiety disorders, eating 
disorders, premenstrual syndrome, somatoform disorders (excludhg pah disorders), 
factitious disorders, dissoclaflve disordere. adOustrrrent disordere. impulse control 
disorders, attentfon-defidt disorders^ substance-related disorder^ personality disorders, 
problems reteted to abuse or neglect, characterized In fhat i^pamperon or said 
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pharmaceuHcally acceptable salt thereof is administered simultaneously with, separate 
from or prior to the administration of a monoamine oxidase B (MAOB) Inhibftor compound 
to augment the therapeutic effect or to provide a faster onset of the therapeutic effect of 
said monoamine oxidase B (MAOB) inhibitor compound, further characterized In that 
5 pipamperon is to be administered to a patient in a dally dose ranging l)etween 5 and 15 
mg of the acHve Ingredient. 

The present invention thus relates to the use of pipamperon or a phamnaoeuUcally 
acoeptat}le salt thereof for the preparation of a medicament f6r treating the underlying 

10 emotion dysregufertlon of pain dlsoidersi characterized in that pipamperon or said 
phannaceufically acceptable salt thereof Is administered simultaneously with, separate 
from or prior to the administration of a monoamine oxidase B (MAO-B) Inhibitor compound 
to augment the therapeutic effect or to provide a faster onset of the therapeutic effect of 
said monoamine oxidase B (MAO-B) inhibitor compound, further characterized In that 

15 pipamperon is to be administered to a patient in a daily dose ranging between 5 and 1S 
mg of the active ingredient. 

The present Invention thus relates to the use of pipamperon or a pharmaoeutlcally 
acceptable salt thereof lor the preparation of a medicamert for treating the underlying 

20 emotion dysregulation of ParWnson Disease, characterized In that pipamperon or said 
pharmaceuHcally acceptable salt thereof is administered simultaneously with, separate 
from or priorto the administration of a monoamlnB oxidase B (MACVB) inhibitor compound 
to augment the therapeutic effect or to provide a fester onset of the therapeutic effect of 
said monoamine oxidase B (MAOB) inhibitor compound, further characterized in that 

25 pipamperon is to be admlnislered to a patient in a daily dose ranging between 5 and 15 
mg of the active ingredierd. 

Aocording to a preferred embodlmert. the Invention relates to the uses as described 
above, wherein said monoamine oxidase B (MAOB) inhibitor compound Is chosen from 

30 the group consisting of selegiline, rasaglline (TVP-1012) and EmSam (transdemial 
setegiilne), or a pro-daig w an acti^fe metabolite thereof, or a pharmaceuHcally acceptable 
salt thereof. More preferably, said monoamine oxidase B (MAOB) Inhibtor is selegiline 
and Is to be administered in a daHy dose ranging between 5 and 10 mg of the acHve 
ingredient. More preferably, s^d monoamine oxidase B (MAOB) Inhibitor is rasaglline 

35 (TVP-1012) and is to be administered m a dally dose ranging between 1 and 2 mg of the 
active ingredient 
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The invention also relates to a pharmaceufical composition comprising (a) pipamperon, 
and (b) a monoamine oxidase B (MAOB) inhibitor, preferably diosen from the group 
consisting of selegiline, rasagiiine (TVP-1012) and EmSam (transdemial seleglihe), or a 

S pro-drug or an active metabolite thereof, or a pharmaceuBcally accepteibie salt thereof, as 
a combined preparation for simultaneous^ separate or sequential use for treating ttie 
underlying emotion dysregulation of a mental disease or disorder which is chosen from 
the group conslsfing of mood disorders^ anxiety disorders, eating disorders, premenstrual 
^ndrome^ somatoform disorders (excluding pain disorders), factitious disorders, 

10 dissociative disorders, adjustment disordo^. impulse control disorders, attention-deficit 
disorders, substance-related disorders, personalty disorders, problems related to abuse 
or neglect pain disorder and Parkinson Disease. 

The Invention also relates to a pharmaoeutical composition as descrii^ed above wherein 
15 pipamperon is provided in a unltery dose of tjelween 5 and 15 mg of the active ingredient 
and wherein said monoamine oxidase B (MAO-B) hnhlbitor is selegiline, preferably 
provided in a unitary dose of between 5 and 10 mg of the active ingredient 

The invention also relates to a pharmaoeutica] composition as described above wherein 
20 pipamperon is prvivided in a unltery dose of between 5 and 15 mg of the active ingredient 
and wherein said monoamine oxidase B (MAO-B) inhibitor is rasagiiine (TVP-1012). 
preferably provided in a unitary dose of between 1 and 2 mg of the acQve ingredient. 

53: combination therapy with a monoamine oxidase B(MAO-B) reuptake inhlbtor 
25 The mental disorder which can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instance pfpamperor^ in a combination therapy 
with a monoamine oxidase B (M/VO-B) reuptake inhibitor, is Parkinson Disease. 

The present invention thus relates to ttie use of pipamperon or a phamnaceuticaiiy 
30 acceptable salt thereof for the preparatiori of a medicamert for treating the underling 
emoBon dysregulation of Parkinson Disease, characteriSEed in that pipamperon or said 
phannaoeutlcal^ acceptable salt tfiereof is administered simultaneously with, separate 
from or prior to the admlnistrafion of a monoamme oxklase B (MAOB) reuptake inhbitor 
to augment the therapeutic effect or to provide a faster onset of the therapeutic effect of 
35 said monoamine oxidase B (MAO-B) reuptake InMbitor. further characterized in that 
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pipamperon is to be administered to a patient in a daily dose ranging between 5 and 15 
mg of the actfve ingredient 

According to a preferred embodlmert, the Invention relates to the use as described abov^ 
5 whei^n said monoamine 05ddase B (MAOB) reuptake Inhlbtor Is saflnamide or a pro- 
drug or an active m^abolite thereof, or a pharniaoeuBcally acceptable salt thereol 

The Invention also relates to a phamiaceulical composition oDmprlsing (a) pipamperon, 
and {b) a monoamine oxidase B (MAOB) reuptake Inhibitor, preferably saflnamWe or a 
10 pro-drug or an active metabolite thereof, or a pharmaceuQcally acceptable salt thereof* » 
a combined preparatton for simultaneous^ separate or sequential use tor treating the 
underlying emotion dysregulation of Peridnson EKsease. 

54: combination therapy with a melanocortin-4 (MC4^ recertor antagonist compound 
15 The mental disorders which can be treated using compounds having a high selecfive 
affinity for the 5-HT2A and D4 receptor, for Instance pipamperorx In a combination therapy 
with a melanocortln-4 (MC4) receptor antagonist compound, are diosen from the group of 
diseases or disorders consi^g of mood dteorders, anxiety dlsordeis. eating disorders^ 
premenstniat syndrome, sonnatofomi disorders (excluding patn disorders), facetious 
20 disoiders, dissodative disorders, sexual and gender Identity cfisorders, sleep disorder^ 
adlustmert disorders, impulse control dlsonJers, substance-related disorders, personaltly 
disorders, bereavemert, occupattonal problem, problems relatsd to abuse or neglect and 
pain disorders. 

25 The present invention thus relates to the use of pipamperon or a pharmaoeutlcaiiy 
acceptable salt thereof for the preparafion of a medlcamert for treating the underlying 
emotion dysregulatlon of a norvoognifive mentat disease or disorder selected from Hhe 
group of diseases and disorders consisiting of nwod disonders, anxiety disorders, eating 
disorders, premenstrual syndrome, somatoform disorders (exdudhg pain disoniers), 

30 feciilious disorders, dissociative disorders, sexual and gender Identity disorders, sleep 
disorders, adjustment disorders, impulse control dfeorders, substance-raiatBd disorder. 
peraonaD^ disoideis, bereavement,.oocupaltonai problem and problems related to abi^e 
or neglect, characterized in tlial pipamperon or said phaimaceuficalV acceptable salt 
thereof Is administered simullaneousty with, separate from or prior to the admirflslraHon of 

35 a melanocorBn-4 (MC4) receptor antagonist compound to augment the therapeutic effect 
or to provide a tester onset of the therapeiilc effect of said nielanocortin^ (MC34) receptor 
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antagonist compound, further characterized in that pipamperon is to be administered to a 
patient in a dally dose ranging between 5 and 15 mg of the active ingredient 

The present invention thus relates to the use of pipamperon or a pharmaoeutically 
S acceptable salt thereof for the preparation of a medicamert for treating the underlying 
emotion dysreguiation of pain disordeis, characterized fn that pipamperon or said 
phannaceutlcally acceptable salt thereof is administered simultaneously ^Mth, separate 
from or prior to the administration of a melanooortin-4 (MC4) receptor antagonist 
compound to augment ttie therapeutic effect or to provide a taster onset of the therapeuSc 

10 effect of said melanocorflrHt (MC4) receptor antagonist compound, further characterized 
in that pipamperon is to be admlntetered to a i:^tient in a dally dose ranglr^ between 5 

• ^ arid 15 mg of the active ingredient. 

According to a preferred embodlmert, the invention relates to the uses as described 
15 above, wherein said melanocorfin4 (MC4) receptor antagonist compound is MCL0129, or 
a proKlrug or an active metabolitethereof. or a irfiarmaceutically acceptable salt thereof. 

The invention also relates to a pharmaceuilcal composition comprising (a) pipamperon, 
and (b) a melanooortin-4 (MC4) receptor antagonist compoundp preferatriy MCL0129 or a 

20 pro-drug or an active metabolite th^eo^ or a phamiaceutically acceptable salt thereof, as 
a combined preparaflon for simultaneous^ s^rate or sequential use for treating the 
underiying emotion dysregidalion of a mental disease or disorder which is chosen from 
the group consisOng of mood disorders^ anxiety disorders, eating disorders, premenstrual 
^ndromob somatoform disorders (excluding pain disorders^ factitious disorders. 

25 dissodative disoiders, sexual and gender identity disorders* sleep disorders, adjustment 
disotders, impulse control disorders, substance-related disorders, personalis disorders, 
bereavement, occupational problem, problems related to abuse or neglect and pain 
disorders. 

30 55: combination therapy with a MCH receptor antagonist compound 

The mental disorders which can be treated using compounds having a high selecGve 
afBniV for the &-I^T2A and D4 receptor, for instance pipamperon^ In a combination therapy 
wRh a melanin concentrating hormone (IMCiH) receptor antagonist compound, are chosen 
from the group of diseases or disorders consisting of mood dteorders, anxiety disorders^ 

35 eating disorders, premenstrual syndrome, somatofonn disorders (exdudhg pain 
disorders), factiHous disorders^ dissociative disorders, sexual and gender identity 
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disorders, sleep disorders, adjustmert disorders, imputse control disordeis, substance- 
related disorders^ personality disorders, bereavement, occupational problem, problems 
related to abuse or neglect and pain disorders. 

5 The present Invention thus relates to the use of pipamperon or a phanmaoeutically 
acceptable salt tfiereof for the preparation of a medioameit for treating the underlying 
emofion dysregulation of a norHX)gnltive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 
disorders, premenstrual syndrome, somatoform disorders (^cludhg pain disorder&)» 

10 facdtious disorders, dissociative disorders, sexual and gender identity disorders, sleep 
disorders, adjustment disorders* impulse confarol disorders, substance-related disorders, 
personality disorders, bereavement, occupab'onal problem and problems related to abuse 
or neglect characterized in that pipamperon or said phanmaceuticalfy acceptable salt 
thereof is administered simultaneously with, separate from or prior to the administration of 

IS a melanin concentrating hormone (MCH) receptor antagonist compound to augmert: the 
therapetiSc effect or to provide a faster onset of the therapeutic effect of said melanin 
concentrating hormone (MCH) receptor antagonist compound, further characterized in 
that pipamperon is to be adnrdr^ered to a patient In a daily dose ranging between 5 and 
15 mg of the active ingredient 

20 

ITie present invention thus relates to the use of pipamperon or a i^armaoeuBcally 
acceptable salt thereof for the preparation of a medicament for treating the underling 
emotion dysregulation of pafn disorders, characterized In that pipamperon or said 
pharmaceuBcally acceptable salt thereof is administered simultaneousiy with, separate 
25 from or prior to the administration of a melanin concentrating hormone (MCH) receptor 
antagonist compound to augment the therapeutic effect or to provide a faster onset of the 
therapeutic effect of said melanin concentrating hormone (MCH) receptor antagonist 
compound, further characterized in that pipamperon is to be administered to a patient in a 
daily dose ranging bdween.5 and 15 mg of the active Ingredient 

30 

According to a* prefenred embodimert, the Invention relates to the us^ as described 
above, wherein said mekinin concentrating hormone (MCH) receptor antagonist 
compound is SNAP-7d41 or a pro-drug or an active metabolite thereof, or a 
pharmaceuQcally acceptable salt thereof. 

35 
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The invenfiDn also relates to a pharmaoeuScai compositfon comprising (a) pipamperon. 
and (b) a melanin concentrating hommne (MCH) receptor antagonist compounct 
preferably SNAP-7941 or a pro-dmg or an active metabolite thereof, or a phamnaoeufically 
acceptable salt thereof, as a combined preparation for simultaneots, separate or 
5 sequential use for treating ttie urKlertying emotion dysiegulation of a mental disease or 
disorder which Is chosen from the group consistbig of mood dlsord^, anxlet/ disorders, 
eating disorders, premenstrual, syndrome, somatoform disorders (excludoig pain 
disorders), factitious disorders, dissociative disorders, sexua! and gender identify 
disorders, sleep disorders, adjustment disorders, impulse control disorders, substance- 
10 related disorders, personality disorders, bereavement, occupational problem, problems 
related to abuse or neglect and pain disordons. 

56: combination therapy with a melatonin receptor (MD agonist compound 

The mental disorders which can be treated using compounds having a high seleclive 

15 affinity for ttie 5-HT2A and D4 receptor, for instance plpamperoa In a coirAInation fheraf^ 
with a melatonh receptor (MT) agonist compound, are chosen from the group of diseases 
or disorders consisCIng of mood disordeis, anxiety disorders, eating disorders, 
premenstnral syndrome, somatofomn disorders (excluding pain disorders), fecGtious 
disorders, dissociative disorders, sexual and gender identity disorders, sleep disorders; 

20 adjustment disorders, inr^ulse control disorders, substance-related disorders, personality 
disorders, bereavement, occupational problem, problems related to abuse or neglect and 
pain disorders. 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
25 acceptable salt tiiereof for ttie preparation of a medicamert for treating the underlying 
emotion dysreguiation of a norvcognltiva mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anodety dsorders, eating 
disorders, premenstrual syrKirome, soirotoform disorders (excluding pain disorders), 
factitious disorders, dissociative disorders, sexual and gendo- idenfity disorders, sleep 
30 disorders, adjustment discmlers, impulse control disorders^ substance-related disordeis, 
personality disorder^* bereavement, occupational problem and problems related to abuse 
or neglect, i^aracterized in that [Hpamperon or sald.pharmaceuHcally acceptable salt 
thereof is administered simultaneously with, separate from or prior to the administration of 
a melatonin recer^or (MT) agonist compound to augment ttie therapeutic effiect or to 
35 provide a faster onset of the therapeutic effect of said melatonin receptor (MT) agonist 
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compound, liirttier characterized In that pipamperon Is to be administered to a patient m a 
daily dose ranging bdween 5 and 15 mg of ttie active ingredient 

The present invention thus relates to fiie use of pipamperon or a phanDaceuticaily 
5 acceptable salt thereof for the preparation of a medicamertt for treating the underlyfng 
emotion dysreguiation of pain disorder^ characterized in that pipamperon or said 
phamtaceuticany acceptable salt thereof is administered simuitaneously with, separate 
from or prior to tfie administration of a melatonin receptor (MT) agonist compound to 
augment the th^peutic effect or to provide a faster onset of the therapeutic effect of said 
10 melatonin lecef^or {MX) agonist compound, ftirther characterized In that pipamperon is to 
be administered to a patient in a daily dose ranging between 5 and 15 mg of the active 
ingredient 

According to a preferred embodimeri, the Invention relates to the uses as described 
15 above, wherein said melatonin receptor (MT) agonist compound is chosen from the group 
consisting of ramefteon and agomelatine, or a pro-drug or an active metat>ol&e thereof, or 
a pharmaceuacalty acceptable salt thereof. More preferably* said melatonin receptor (MT) 
agonist compound is sgometatine and Is to be administered in a dally dose ranging 
between 25 and 50 mg of the active ingredienL 

20 

The invention also relates to a phanmaceutical composition comprising (a) pipamperon, 
and (b) a melatonin receptor (MT) agonist compound, preferably ramelteon or 
agomelatine or a pro-drug or an active metabolite thereof, or a pharmaceutically 
acceptable salt thereof, as a combined preparation for simulteneot©, separate or 

25 sequential use for treating the undertying emofion dysreguiation of a mental disease or 
disorder \which is chosen from the group consisting of mood disorders, amde^ disord^s, 
eating disorders, premenstrual syndrome, somatofomi disorders (excluding pain 
disoiders), factitious disorders, dissociative disorders, sexual and gender identily 
disorders, sleep disorders, adjustmenl disorders, Impulse control disorders, subslance- 

30 related disortters^ personaBfy dfeorders, bereavement, occupational problem, problems 
related to abuse or neglect and pain disordesrs. 

The invention also reletes to a pharmaceutical composition as described above wherein 
pipamperon is provided In a unitary dose of between 5 and 15 mg of the active Ingredfent 
35 and wherein said melatonin receptor (MT) agortist compound Is agomelatine, preferably 
provided in a unitary dose of between 25 and 50 mg of the active ingredient 
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57! combination theraw with a metabottPDi r. qlutamate receptor (MqluR) agonist 
compound 

me mental disorders which can be treatBd using compounds having a high selec&ve 
affinity for the 5-HT2A and D4 receptor, for Instanoe pfpamperor\ In a combination therapy 
with a metabotropic glutamate receptor (MgluR) agonist compound, are chosen from the 
group of diseases or disorders consisting of anxiety disorders, somatoform dlsoreters 
{excludlr^ pain disorders), factitious disoiders. dissociative disorders, adjustment 
disorders, Impulse control disorders, substenoe^elated disorders, personality disorders, 
bereavement, occupational problem, problems related 1» abuse or neglect and pain 
disorders. 



The present Invention thus relates to the use of pipamperon or a phamiaceutically 
acceptable salt thereof for the preparation of a medicamert for treafing the underlying 

15 emotion dysregulation of a non^ognitlve mental disease or disorder selected from the 
group of diseases and disorders consisting of anxiety disorders, somatofom* disorders 
(excludlr^ pain disorxlers). factitious disorders, dissociative disorders, adjustment 
disorders. Impulse control disoidere, substanoe^iated dteorders. personality disorders, 
bereavemer*. occupational problem and problems related to abuse or neglect. 

20 characterized In that pipamperon or said pharmaoeufioaBy acceptable salt thereof Is 
administered simultaneously with, separate from or prior to the administration of a 
metabotropic glutemate receptor (MgluR) agonist compound to augment the therapeutic 
effect or to provide a faster onset of the fherapeulfc effect of said metabotropte glutamate 
receptor (MgluR) agonist compound, further characterized In that pipamperon Is to be 

25 administered to a patient In a dally dose ranging between 6 and 15 mg of the active 
ingredient 

The present Invention thus relates to the use of pipamperon or a phamiaoeulfcally 
acceptable salt thereof for the preparation of a medicamert fbr treating the underlying 

30 emotion dysregulation of pain disorders, characterized In that pipamperon or said 
phannaceutlcally acceptable salt thereof is administered simuteneoudy vwHh. separate 
from or prior to the adminlstratton of a metabotropic glutamate jeceptor (MghiR) agonist 
compound to augment the therapeUBc effect or to provide a faster onset of the therapeutic 
effect of said metabotropic glutamate receptor (MgluR) agonic compound, further 

35 characterized in that pipamperon Is to b© administered to a paHer* in a daBy dose ranging 
between 5 and 15 mg of the active IngredlenL 
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to a p,Bfen«i embodlmert. the invention relates to t.» use. a, deacnb^ 
;^703Ta p»..n« oc an act.™ « « ««=a>^ «^ 
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T,» „ven6on ats. relates .. a ,*«n«eu^ coa>P«^n ^^^^ 
(M a metabotraploglutamate receptor (MakJR) asonbl piefera«* PRE703or a pro- 
^. tr an^ mLL.. there.*, « a p,«„m.ceu.toal., acceptable eat, thereof, ae a 
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35 



. 4 « ♦« fhe use Of pipamperon or a phaimaoeutlcally 
The present InventUM, thus relates me u« ^ ^ ft. underMng 
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disorders due to a general medical condition, substance-Induced persisting amnesfic 
disorder, mild cognitive impairment disorder and other cognitive disorders, characterized 
in that pipamperon or said pharmaceutically acceptable salt thereof is administered 
simultaneously with, separate from or prior to the administnation of a compound which 
S mimics the effect of nerve growth factor (NGF) to augmertt the therapeutic effect or to 
provide a faster onset of the therapeutic effect of said compound wMdi mimics the effect 
of nerve growth factor (NGF), further characterized in that pipamperon is to be 
admiru'stered to a patient in a daily dose ranging between 5 and 15 mg of the active 
ingredient 

10 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medicamert for treaGng the* underiying 
emotion dysreguiafion of Parkinson Disease, characterized in tiiat pipamperon or said 
pharmaceutically acceptable salt thereof is administered simultaneous with, separate 
15 from or prior to the administration of a compound which mimics the effect of nerve growth 
factor (NGF) to augment the therapeUHc effect or to provide a faster onset of the 
therapeutic effect of said compound which mimics the effect of nerve growth factor (NGF), 
further characterized in that pipamperon is to be administered to a patient In a dally dose 
ranging between 5 and 1 5 mg of the active ingrecfient 

20 

Accoreiing to a prefarred embodimeil; the Invehtton relates to the uses as described 
above, wherein said compoinl which mimics the effect of nerve growth factor (NGF) Is 
xaOi^den or a pro-dn^ or an active in6tatx>Ste thereof, or a pharmaceutically acceptable 
salt thereof. More (veferably, said compound which mimics ttie effect of nerve growth 
25 footer (NGF) is xaltproden and is to be administered in a daily dose ranging between 1 
and 2 mg of tt)e active ingredient 

The Invention also relates to a phamiaceufical composition comprising (a) pipamperon, 
and (b) a compound which mimics the effect of nerve growth foctor (NGF). preferably 

30 xaOproden or a pro-drug or an active metaboOte thereof, or a pharmaceuticaily acceptable 
salt thereof, as a combined preparation for simultaneous, separate or sequential use for 
treating the underiying emotion dysreguiatton of a mental xiisease or disorder which is 
dhosen from the group oon^sting of Alzheimer Disease, substanoe-rdated persisting 
dementia, vascular dementia, dementia due to HIV disease^ dementia due to head 

35 trauma, dementia due to Paridnson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, dementia due to Crsulzfaldt-Jacob Disease, amnestic 
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disorders due to a general medical condition, substance-Induced persisting amnestic 
disorder, mild cognitive impairment disorder, otiier cognitive disorders and Paricirtson 
Dise%e. 

5 The invention also relates to a pharmaceufical composition as described above wlierein 
pipamperon is provided in a unitary dose of between 5 and 15 mg of the acfive Ingredient 
and wherein said compound which mimics the effect of nerve growth factor (NGF) is 
xaliprodenr preferably provided in a unitary dose of between 1 and 2 mg of the active 
ingredient 

10 

59: combination therapy with a muscarinic receptor partiai agonist compound 
The mental disorders which oan be treated using compounds having a high selecfive 
affinity for the 5-IHT2A and D4 receptor, for instance pipamperon^ in a combination fiierapy 
with a muscarinic receptor partiai agonist compound, ^e chosen from tiie group of 

15 diseases or disorders consisting of Alzheimer Disease, substance-related persisting 
dementia, vascular dementia, dementia due to HtV disease^ dementia due to head 
trauma, dementia due to Parfdnson Disease, dementia due to Huntington Disease, 
dementia due to Pidc Disease, demenHa due to Creulzfeidt-Jacob Disease, amnestic 
disorders due to a general mecfical condition, sut)Stance-jnduoed persisting arrmeste 

20 disorder, mild cognitive impairment disorder and otiier cognifive disorders. 

The present invention thus relates to the use of pipamperon or a phannaoeutfcaliy 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysreguistion of a cognitive mental disease or disorder selected from the group of 

25 diseases and disorders consisting of Alzheimer Disease, substance-related persisting 
dementia, vascular dementia, dementia due to IHIV disease, dementia due to head 
trauma, dementia due to Parfdnson Disease, dementia due to l-lunt(ngton Disease, 
dementia due to Picic Disease, dementia due to Creutzfeidt-Jacob Disease, amnestic 
disorders due to a general medibal condiBon, substanoe^nduoed paring amnestic 

30 disorder, mild cognitive fmpafrmert disord^ and other cognitive disorders; characterized 
in that pipamperon or said phannaoeuticany acceptable salt tttersof is admirrislered * 
simultaneously Mrtth, separate from or prior to the administration of a muscarinic receptor 
partial agordst compound to augment the therapeutic eflect or to provide a fester onset of 
the therapeutic effect of said muscarinic receptor partial agonist compoundi further 

35 characterized in that pipamperon fs to be administered to a patient in a daily dose ranging 
between 5 and 15 mg of the active ingredient. 
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According to a preferred embodfmert, the invenfion relates to the use as described above^ 
wherein said muscarinic receptor partial agonist compound is sevimellne or a pix>-daig or 
an active metabolite thereof, or a phantiaoeuticalV accejrtable sail thereof. 

5 

The invention also relates to a pharmaceufical composibon comprising (a) p!pamperon» 
and (b) a muscarinic receptor partial agonist compound, preferably sevfimeline or a pro- 
drug or an active metabolite thereof, or a pharmaceuticaliy acceptable salt thereof, as a 
combined preparation for simultaneous, separate or sequential use for treating the 

10 underlying emoton dysregulation of a mental disease or disorder which is chosen Irom 
the group consisting of Alzhelme- Disease, substance-related persisting dementia, 
vascular dementia, dementia due to HIV disease, dementia due to head trauma, dementia 
due to ParWnson Disease, dementia due to Huntington Disease, dementia due to Pick 
Disease, dementia due to Creutzfeldl-Jacob Disease, amnestic disorders due to a general 

IS medical condition, substance-induced persisting amnestic disorder, mild cogniOve 
Impairment disorder and other cognUve disorders. 

60: combtnatton therapy witti a selective nor-adrenallne reHiptalce inhibitor (NARl^ 
compound 

20 The mental disorders viAich c^n be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instance (»'pamperoni in a combination therapy 
with a sefecSve nor-adrmaline re-uptate inhibitor (NARI) compound, are chosen from the 
group of diseases or disorders consisting of mood cfisorders, anxiety disorders^ 
adjustment disorder^ attentiorKleficit disorders, personafity disorders, antisocial 

25 behaviour, bereavement, occupational problemi problems related to abuse or neglect and 
pain disorders. 

The present invention thus relates to the use of plf^mperon or a phamiaceutfcalty 
acceptable salt thereof for the preparation of a medicameni for treating the underlying 

30 emotion dysregulation of a non-cognitive mental disease or disorder selected from the 
group of diseases and disorders consisb'ng of mood disorders, anxiety disorder^ 
adjustment disorders^ attention-deficit disorders, personaffly ..disorders, antisodal 
behaviour, bereavement, oocupattonal problem and probtems related to abuse or neglect 
characterized in that pipamperon or said phanmaceutlcaliy acceptable saK thereof is 

35 administered simultaneously with, separate from or prior to the administration of a 
selective nor-^drenalins receptor inhibitor (NARI) compound to augment the therapartic 
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effect or to provide a faster onset of the therapeutic effect of said selecfive nor-adrenallrte 
re-uptake inhibitor (NARI) compound, further characterized in that pipamperon is to be 
administered to a patient in a daily dose ranging between 5 and 15 mg of the acUve 
ingredient. 

5 

The preseirt invention ttnjs relates to the use of pipamperon or a phannaoeutically 
acceptatrie salt thereof for the prapaFation of a medfcamert for treating the underlying 
emotion dysregulation of pain disordersii diaiacterized in that pipamperon or said 
pharmaceuBcafly acceptable salt thereof is adnrinlslered simultaneously with, separate 
10 from or prior to the administration of a selective nor-adrenallne re-uptake Inhibitor (NARI) 
compound Id augment the therapeutic effect or to provide a faster onset of the therapeutic 
effect of said selective noradrenaline' r&Hiptake- Inhibitor (NARI) compound, further 
characterized In that pipamperon is to be administered to a patiert in a dafly dose ranging 
between 5 and 1 5 mg of the active ingredient. 

15 

According to a preferred entfjodimert, the Invention relates to the uses as described 
above, wherein saH selecfive nor-adrenallne re-uptake inhibitor (NARI) compound is 
chosen from the group consisting of reboxetlne, alomoxetinB hydrochtoride, A 75200. 
155U88, (S>-A 75200. tandamine, pirandamhe, ddazindol, fluparoxan. lortaiamlne. 

20 taisupran\ talopram, prindamine, nomlfsndne. vlb}Mzine. tommeOne. duloxelne. 
venia^Ddne and mllnaclpran or a pro-dmg or an acfive metabolHe thereof or a 
phannaceuttoally acceptable salt thereof. More preferably, saM setecUve nor-adrenallne 
re^uptake Inhibitor (NARI) compound Is reboxeUne and Is to be administered in a daily 
dose ranging between 8 and 12 mg of the active ingredient IVIore preferably, said 

25 selective nor-adrenaihe le-uptake Inhibitor (NARI) compound is atomcxetlne 
hydrochloride and Is to be administered In a daily dose ranging between 40 and 100 mg of 
the acthre ingrediert 

The invention also relates to a phamnaceufical composition comprising (a) pipamperon, 
30 and (b) a selective nor-adrenalne re-uptake InWbltor (NARI) compound, preferably 
chosen from the group consisting of reboxetine, atomoxeHne hydrochloride. A 75200, 
155U88, (S)-A 75200. tandamine, pirandamhe, ddazindol, fluparoxan. lortaiamlne. 
talsupram, talopram. prindamine. nomifensine, viloxazine tomoxetlne. duloxelne, 
venlaftolne and mllnadpran. or a pro-drug or an acBve metabolite thereof, or a 
35 phannaceutically acceptable salt thereof, as a combined preparatkm for simultaneous 
separate or sequential use for treating ttie underiyfng emoOon dysregulatlon of mental 
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disease or disorder which is chosen from the group consisting of mood disorders, anxiety 
disorders, adjusbnent disorders, attention-deficit disorders, personality disorders, 
antisocial behaviour, bereavement, occupafionat problem, problems related to abuse or 
neglect and pain disorders. 

5 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon is provided In a unitary dose of between 5 and 15 mg of the active ingredient 
and wherein said selective nor-adrenalfeie iB-upfake inhibSor (NARI) compound is 
reboxetine, preferab^ provided in a unitaiy dose of between 8 and 12 mg of the active 
10 ingredient 

The invention also relates to a pharmaceutical composition as des<^bed above wherein 
pipamperon Is provided in a unitaiy dose of between 5 and 15 mg of the active ingredtent 
and wherein said selective noradrenaline re-uptake inhibitor (NARI) compound is 
15 atomoxeBne hydrochlorede. preferably provided in a unitary dose of between 40 and 1 00 
mg of the active Ingredient 

61: combination theraravwitfi a NaSSA compound 

The mental disorders wrtiich can be treated using compounds having a high selecBve 
20 affinity for the 5-HT2A and D4 receptor, for instance pipamperor^ In a Gombinafion therapy 
with a noradf«nergi</speclfic serotonergic anHdepressart (NaSSA) compound, are 
chosen from the group of diseases or disorders consisting of mood disorders, anxle^ 
CRsorcters, eating disorders, pratjen^nial syndrome, somatofomn disorders (excluding 
pann disoKiers), f^(^ous disorders, dissodalive dls(»ders, sexual and gerKler identify 
25 disorders, sleep disorders, adjustment disorders, Impulse control disorders, personal'ity 
disorders, arttisodal behaviour, bereavement occupaaonal probtem. proUems related to 
abuse or neglect and pah disorders. 

The present invention thus relates to the use of pipamperon or a phamiaceutically 
30 acceptable salt thereof Ibr the preparation of a medicameni for treating the underlying 
emotion dysregulaf on of a non^xignitive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eaSng 
disorders, premenslnjal syndrome, somatoform disorders (exdud&ig pain disorders), 
factitious disoidere, dissociative disorders, sexual and gender identity disorders, sleep 
35 disorders, adjusbnent disorders, imputee control disontors, personality disorders, 
antisocial behaviour, bereavement occupational problem and problems related to abuse 
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or neglect, charaot^Ized in that pipamperon or said phannaceuticall/ accepfabie salt 
thereof is adminisfered simultaneously wth, separate from or prior to the administration of 
a noradrenergic/specffic serotonergic antidepressant (NaSSA) compound to augmerft the 
tiierapeuBo effect or to provide a faster onset of the therapeutic eftect of said 
S noradrenei^ic/spectfio serotonergic antidefvessant (NaSSA) compound, further 
characterized In that pipamperon Is to be administered to a patient in a daily dose ranging 
between 5 and 15 mg of the active ingredient. 

The present invention thus relates to the use of pipamperon or a pharmaceuticalfy 
10 acceptable salt thereof for the preparation of a medicamert for treating the underlying 
emotion dysregulation of pain disorders^ chaiacterized in that pipamperon or said 
pharmaceutically acceptable salt thereof is administered simuHaneousty with; separate 
from or prior to the administration of a noradrenergic/specific serotonergic antidepressart 
(NaSSA) compound to augment the therapeutic effect or to provide a faster onset of the 
15 therapeutic effect of said noradreneigic/specific serotonergic antidepressant (NaSSA) 
cempoundi further chanacterteed in that pipamperon is to be administered to a pafient in a 
daily dose ranging b^etween S and 15 mg of the active ingredient 

According to a preferred emt>odimeft, the invention relates to the uses as descritied 
20 above, wherein said noradrenergicfepecific serotonergic antidepressant (NaSSA) 
compound is ORG 4420 or a pro-drug or an active metabolite thereof, or a 
pharmaceuUcally acceptebie saltthered 

The Invention also relates to a phamnaceufical composition comprising (a) pipamperon, 
25 and (b) a noradreneigic/specific serotonergic antidepressant (NaSSA) compound, 
preferably ORG 4420 or a pro-drug or an active metaboDte thereof, or a phamnaceuticaliy 
acceptable salt thereof, as a combined preparation for simultaneous, separate or 
sequential use for treating the uiKleriying emotion dysregulation of mental disease or 
disorder which is chosen from the group conslA'ng of mood disorders, anxiety disorders. 
30 eating disorders, premenstrual syndrome, somatoform disorders (excluding pain 
disoidenft), factitious disorders^ dissoc&rtive disorders, s^cual and gender identity 
disorders, sleep disorders, adjustmenft disorders, impulse control disorders, personality 
disorders, antisocial t>ehaviour. bereavement, occupational problem, problems related to 
abuse or neglect and pah disorders. 

35 
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62: combination therapy with a setectlve N DR1 compound 

The mental disorders which can be treated using compounds having a high selecBve 
affinity for the 5-HT2A and D4 receptor, for Instance plpamperQi\ In a combination therapy 
with a selective nor-adrenarne and dopamine re-uptake Inhibitor (NDRO compound, are 

5 chosen from the group of diseases or disorders consisting of mood disorders, anxiety 
disorders, adjustment disorders, attentlonKleficit disorders, personality disorders 
antisocial behaviour, bereavement, oecupaiional problem, problems related to abuse or 
neglect, pain disorders, delirium. Abhelmer Disease, substance-related persisting 
dementia, vascular dementia, dementia due to HIV disease, dementia due to head 

10 trauma, dementia due to ParWnson Disease, dementia due to Huntlngtoni Disease, 
dementia due to Pick Disease, dementia due to Creutdeldt-Jacob Disease, amnestic 
disorders due to a general medical condrflon, substance-Induced persisting amnesticr- 
disorder, mild cognitive Impalmtent disorder and other cognitive disorders. 

15 The present Invention thus relates to the use of pipamperon or a phannaoeutlcally 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of a non-cognltlve mental disease or disorder selected from the 
group of diseases and disorders conslsfing off mood disorders, aredety disorder^ 
adjustment disorders^ attention-deficit disorders, personality disorders, antisocial 

20 behaviour, bereavement, occupational problem and problems related to abuse or neglect, 
characterized in that pipamperon or said phannaceulteal^ accepteble salt thereof is 
administered simultaneously with, separate irom or prior to the adminlstratton of a 
selective nor-adrenaflneand dopamine re^jpteke InhtoHor (NDRI) compound to augment 
the therapeuHc effect or to provide a faster onset of the therapeutic efliect of said seleclive 

25 nor-adrenarme and doparrtfne re-upteko inhibitor (NDRI) compound, further characterized 
in that pipamperon Is to be administered to a patieni In a daily dose ranging between 5 
and 1 5 mg of the active Ingredient 

The present Invention thus relates to the use of pipamperon or a pharmaceuHcally 
30 acceptable salt thereof for the preparation of a medicament for treating the undertying 
emotion dysregubtion of pain disorders, chaiacterized In that pipamperon or said 
pharrnaceutically acceptable salt theieot is administered simulteneoudy.wlth. separate 
from or prior to the adrrtnlstrafion of a selective noradrenaline and dopamine re-uptake 
Inhibitor (NDRI) compound to augment the therapeutic effect or to provide a faster onset 
35 of the therapeutic effect of said seleclive nor-«drenaline and dopamine re-upteke Inhlijitor 
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(NDRI) compound, further characterized tn that pipamperon is to be administered to a 
patient in a dai!/ dose ranging between 5 and 15 mg of the active ingredient 



The present invention thus relates to the use of pipamperon or a phainiaceutically 
5 acceptable salt thereof for the preparation of a medicament for treating the underlying 
eniotion dysr^ulafion of a cognitive mental disease or disorder selected fronn the group 
of diseases and disorders consisting of delirium^ Alzheimer Disease, substance-related 
persisting dementia, vascular dementia, dementfei due to HIV disease, dementia due to 
head trauma, dementia due to Parkinson Disease* demenfia due to Huntington Disease. 

10 dementia due to Pick Disease, ctemenHa due to CreutdeldWacob Disease, amr^stic 
disorders due to a general medical condition, substanoe^nduced persisfing amnestic 
disorder, mild cognitive impairment disorder and other cognitive disorders, characterized 
in that pipamperon or said phanmaceuttcally acceptaUe salt thereof is adnwiistered 
simultaneously with, separate from or prior to the administration of a selective nor- 

IS adrenaline and dopamine re-uptake inhibitor (IMDRi) compound to augment the 
therapeutic effect or to provide a foster onset of the therapeutic effect of said selective 
nor-^drenaline and dopamine re-uptake inhibitor (NDRI) compound, further characterized 
in that pipamperon Is to be administered to a patient in a dafly dose ranging t>etween 5 
and 15 mg of the active ingredient 

20 

According to a preferred embocHment, the inventton relates to the uses as descrilt)ed 
above, v^erein said selective nor-adrenaflne and dopan^e re-upfake inhibitor (NDRI) 
compound is GW353162 or a pro-drug or an active metabofite thereof, or a 
pharmaceuUcaily acceptable salt thereof. More preferably, said selecBve nor-adrenaline 
25 and dopamine re-uptoke Inhibitor (NDRI) compound is GW353162 and is to be 
administered in a dally dose rangbig between 20 and 60 mg of the active ingredient 

The invention also relates to a phanrnaceutical composition comprising (a) pipamperon, 
and (b) a selective nor-^rena6ne and dopamina re-uptake ininiUtor (NDRI) compound, 

30 preferably GW3S3162 or a pro-drug or ao acMve metebolfte therec^, or a pharmaceidical!)^ 
acceptable salt thereof, as a combined preparation for simultaneous, separate or 
sequential use for treatir\g_the undedyiQS..emotion dysregulaflon of mental disease or 
disorder which is chosen from the group consisting of mood disorders, anxie^ disorders, 
adjustment disorder$i attention<lefteit disorders, personafily disorders, anHsocial 

35 behaviour, bereavement, occupational problem, problems related to abuse or neglect, 
pain disorders, delirium, Alzhe&ner Disease, substence-reiated persisting dementia, 
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vascular dementia, dementia due to HIV disease, dementia due to head trauma, dementia 
due to Parkinson Disease, dementia due to Huntington Disease, dementia due to Pick 
Disease, dementia due to Creutzfeldt-Jacob Disease, amnestic disorders due to a general 
medical condition, substance-induced persisting amnestic disorder, mild cognitive 
5 impaimrient disorder and other cognitive discaders. 

The invention also relates to a pharmaceutical composition as described above wherein 
p!pampert)nis provided in a unitary dose of between 5 and 15 mg of the active Ingredient 
arvd wherein said selective ncxr-adrenaDne and dopamine reH4>take inhibitor (NDRI) 
10 compound is GW3531^, preferably provided in a unitary dose of between 20 and 60 mg 
of the active ingredieilL 

63: combination therapy with a compound which is a neuroimmunophBin ligand 
The mental disorder which can be treated using compounds having a high selecfive 
15 affinity for tiie 5-HT2A and D4 receptor, for instance pipamperon, in a combination therapy 
with a conqraund v^ich is a neuroimmunophiGn ligand, is Parkinson CHsease. 

The present Invention tiius relates to tiie use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the preparation off a medlramertt for treating th© underlying 

20 emotion dysreguiafion of Parkinson Disease, charact^ized in that pipamperon or said 
pharmaoeutically acceptable salt tiiereof Is administered sfmuttaneoudy witti, eeparsfte 
liom or pAor to tlie adnrdnlstiafion of a compound wMch is a neuroimmunophtlin ligand to 
augment the therapeutic effect or to provide a faster onset of the tiierapeutic effect of said 
compound which Is a neurolmmunophlHn ligand. further <*araderized in that pipamperon 

25 Is to be administered to a patient in a dafly dose ranging between 5 and 15 mg of the 
active srtgradfent 

According to a preferred embodimenl. tiie invention relates to tire use as described abov^ 
wherein sakl a compound which is a neuroiirmunophiih ligand Is GP1 11485 or a pro-dmg 
30 or an active metabolite tiiereof, or a phanmaceutically acceptable salt thereof. More 
preferably, saH a compound whidi is a neuroimmunophilin iigand Is GP1 1485 and is to 
be administered in a daily dose ranging brtween 200 and 1000 mg of the active 
ingredient 

35 The invention also relates to a phanraiceuBcai composition comprising (a) pipamperon, 
and (b) a compound whidi Is a neuroimmunophiOn ligand preferably GP1 1485 or a pro- 
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daig or an active metabolite thereof, or a pharmaceufically acceptable salt thereof, as a 
combined preparation for simulteneous, separate or sequential use for treating the 
underlying emotion dysregulation of Parkinson ITisease. 

S The invention also relates to a phamiaoeutical composition as described at>ove wherein 
pipamperon is provided in a unitaty dose of between 5 and 15 mg of the active ingredient 
and wherebn said a compound whfc^ is a neuroimmunophilin ligand is GPi 1485, 
preferably provided in a unitary dose of between 200 and 1000 mg of the active 
ingredient 

10 

64: combination therapy with a neuromodulator compound 
' The mental disorder which can be treated using compounds having a high selective 
affinity for the 5-I4T2A and D4 receptor, for instance pipamperon, In a combination frierapy 
with a neuromodulator compound. Is Parlcinson Disease. 

15 

The present invention thus relates to the use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the preparation of a medicamert for treating tlie underlying 
emotion dysregulation of Parkinson Dlse^e. characterized in that pipamperon or said 
phanroceutically acceptable salt thereof Is admbtlstered simuNaneoudy with, separate 
20 from or prior to the admNstraflon of a neunomodulator compound to augment the 
therapeutic effect or to provide a faster onset of tlie therapeutic effect of said 
neuromodulator compound, further characterized in tfiat pipamperon is to be administered 
to a patient in a daily dose ranging between 5 and 15 mg of the active ingpBdienL 

25 According to a preferred embodimert, the invention relates to the use as described abovQ 
wherein said neuromodulator compound is adenosine or a pro-drug or an active 
metabolite thereof, or a pharmaceuUcalty acceptable salt thereof. 

The invention also relates to a pharmaceuflcal composition. comprising (a) pipamperon, 
30 and (b) a neurcnnodulator compound, preferably adenosine or a pro-drug or an active 
metabolite tiiereof. or a pharmaceidically acceptable salt thereof, as a combined 
preparation for simultaneous, .separate or sequential use for treating the underlying 
emotion dysregulation of Parkinson Diseasa 
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65: combination therapy with a neurotensin receptor antagonist compound 
The mental disorders which ran be treated using compounds having a high selecfive 
affinity for the 5-HT2A and D4 receptor, for Instance pipamperoa In a con^lnation Qierapy 
with a neurotensin receptor antagonist compound, are chosen iirom the group of diseases 

5 or disorders consisting of mood disorders* anxiety disorders, psychotic disordeis, 
somatofomi) disorders, (excluding pain disorders), foctitious disorders, dissociative 
disorders* sleep disorders, adjustment disordeis, impulse control disorders, pervasive 
development disorders, disruptive behaviour disorders, substance-related disorders, 
personafity disorders, psychological factors affecting medical corKlWons, malingering, 

10 antisocial behaviour, bereavement, occupational problem, identic problem, problems 
related to ^use or neglect, pain disorders and delirium. 

The present invention thus relates to the use of pipamperon or a pharmaceutlcaily 
acceptable salt thereof for the preparation of a medicameit for treating the underiying 

15 emotion dysregulation of a nor>-cognitlve mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorderSb 
psychotic disorders, somatoform disorders (exduding pain disorders), facfifious disorders, 
dissociative dteorders, sleep disorders, adjustment disorders. Impulse control disorders, 
p^vasive development disorders, disruptive behaviour disorders, substance-related 

20 disorders, personality disorders, psychok^ical factors afiecting medical conditions, 
malingering, antisocial behaviour, bereav^nenf^ oocupaional proUem, identify problem 
and problems related to abuse or neglect, characterized in ttiat pipamperon or said 
pharmaceutlcaily acceptable salt thereof is administered simultaneously with, separate 
from or prior to the administration of a neurotensin receptor antagonist compound to 

25 augment the therapeutic effect or to provide a faster onset of the flierapeutic effect of said 
r^eurotensin receptor antagonist compound, further characterized In that pipamperon is to 
be administered to a patient in a daily dose ranging between 5 and 15 mg of the active 
ingredient 

30 The present invention thus relates to ttie use of pipamperon or a phanmaceuticaliy 
acceptable salt ttiereof for the preparation of a medicamert for trsating the underlying 
enx>tion dysregulation of pain disorders, characterized In ttiat pipamperon or said 
pharmaceulically acceptable salt ttiereof is administered simuttaneous^ vwtti, separate 
from or prior to ttia administration of a neurotensin receptor antegonist compound to 

35 augment ttie therapeutic effect or to provide a faster onset of the therapeutic effect of said 
neurotensin receptor antegonist compound, further characterized in that pipamperon is to 
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be administered to a patient tn a daOy dose ranging between 5 and 15 mg of the acfive 
ingredient. 

The present invention thus relates to flie use of pipamperon or a pharmaceuticaUy 
S acceptable salt thereof for the preparation of a medicament for treating the underlying 
emoQon dysregulatlon of a cognithfe mental disease or disorder v\^tch is delirium^ 
characterized in that pipamperon or said pharmaceuflcalV acceptable salt thereof is 
administered simultaneously ^a^, separate from or prior to the administration of a 
neurotensin receptor antagmist compound to augmentthe therapeutic effect or to provide 
10 a faster onset of the therapeufic efiect of said neurotensin receptor antagonist compound, 
further characterized in that pipamperon is to be administered to a patient in a daiV dose 
ranging between 5 and 15 mg of the acUve ingredient 

According to a prefen^d embodlmertt, the invention relates to the use as described at>ovet 
15 wherein said neurotensin receptor antagonist compound is SR 48692 or a pro-drug or an 
active metabK)l(te thereof, or a pharmaceutlcmlly acoeptabte salt thereof. More preferably, 
said neuioten^'n receptor antagonist compound is SR 48692 and is to be administered in 
a dai^ dose ranghg between 90 and 300 mg of the active ingrecfent 

20 The invention also relates to a pharmaceutical composition comprising (a) pipampmn. 
and (b) a neurotendn receptor antagonist compound, preferably SR 48692 or a pro<lrug 
or an active metatx>iite thereof, or a pharmaceuticany acceptable salt thersof, as a 
combined preparation for simultaneous, separate or sequential use for treating the 
underiying emotion dysregulation of a mental disease or disorder which is chosen from 

25 the group consisting mood disorders, anxiety disorders, psychotic disorders, somatotbnn 
disorders (excluding pafn disorders), factiticus disorders, dissociative disorders, sleep 
disorders, adjustment disorders, Impulse control disorders, pervasive development 
disoitlers, disruptive behaviour disorders, substance-related disord©^, personality 
disorder, psychologfcal factors affecting medical conditions, malingering, antisocial 

30 behaviour, bereavement, occupational problem. Idenfity problem, problems retated to 
abuse or neglect, pafai disorders and deloium. 

The invention also relates to a pharmaceutical composition as described atx>ve wherein 
pipamperon is provided in a unitary dose of between 5 and 15 mg of the active ingredient 
35 and wherein said neurotensin receptor antagortist compound is SR 48692, preferably 
provided in a unitary dose of between 90 and 300 mg of the active ingredient 
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66: comMnatfontherapywith nerve growth factor fNGF ^ oene therapy 

The mental disorders which can be treated using compounds having a high seledive 

afRnity for the 5-HT2A and D4 receptor, for instance (^pamperoa in a oomtHnation therapy 

5 with nerve growth factor (N6F) gene therapy, are diosen from the group of diseases or 
disoiders consisting of Aizhelmer Disease. subslance*elated persisfing dementia, 
vascuter dementia, danentia due to HiV disease, dementia due to head trauma, dementia 
due to Parlcinson Disease, dementia due to Huntington Disease, dementia due to Pick 
Disease, dementia due to Creutzfeldt-Jacob Disease, amnestic disorders due to a general 

10 medical condition, suijstanoe-lnduced persisting amnestic disorder, mild cognitive 
impaimnent disond^, other cognitive disorders and Psuridnson Disease. 

The present invention thus relates to tiie use of pipamperon or a pharniaceuHcaliy 
acceptable salt thereof for ttie preparation of a medicament for treating ttie underlying 

15 emotion dysregulation of a cognitive mental disease or disorder selected fiom the group of 
diseases and d^rders consis&ng of Aba^enner Disease, substance-related per^ng 
dementia, vascular dementia, dementia due to HIV disease dementia due to head 
trauma, dementia due to Psoridnson Disease, dementia due to Huntington Disease, 
dementia due to Ptdc Disease, dementia due to CreulzfeidtJacob Disease, amnestic 

20 disorders due to a general medical oondiGon, substanoe-induced persisting amnestic 
disorder, mild cognitive impainnert disorder and otfwr cognitive disorders, characterized 
in tftat pipamperxm or said phannaceutically acceptable salt thereof is administered 
simultaneously witt». separate from newe growtti factor (IslQF) gene therapy, to augment 
tfie tinerapeutic effect or to provide a faster onset of tiie ttierapeuBc effect of said nerve 

25 growth fector (NGF) gene tiierapy, lUrOier characterized In ttiat pipamperon is to be 
administered to a patient In a dally dose ranging between S and 15 mg of the active 
ingredient. 

The present Invention flius relates to the use of pipamperon or a pharmaoeuHcaliy 
30 acceptable salt thereof for ttie preparation of a medicament for treating tiie underlying 
emotion dysiegubtion of Parkinson Disease, characterized In that pipamperon or said 
pharmaceuHcally acceptable salt .tiwreof Is administered sImUIlaneously wBh. separate 
fiom or prior to nerve growtti factor (NGF) gene therapy, to augment the fl»rapeu8c effect 
or to provide a fester onset of newe growtti fector (NGF) gene tiierapy, furttier 
35 characterized in ttial pipamperon Is to be administered to a patient in a daily dose ranging 
between 5 and 15 of the active ingredtent 
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The Invention also relates to a phanmaceufical composWon comprising (a) pipamperon, 
and (b) a compound useful In nerve growth factor (NGF) gene therapy, preferably 
xaliproden or a pro-drug or an active metat>ollte thereof or a pharmaceuticaUy acceptable 

5 salt thereof, as a combined preparation for simultaneous, separate or sequential use for 
treating the underlying emotion dysregulation of a mental disease or disorder which is 
chosen from tfie group consisting of Alzheimer Disease, substeince-related persisting 
dementia, vascular dementia, dementia due to HIV disease^ dementia due to head 
trauma, demenSa due to Parldnson Disease, dementia due to Huntington Disease, 

10 demenUa due to Picic Disease, dementtei due to Creutzfeidt-Jacob CKsease, amnesUc 
disorders due to a general medical condition, substance-induced persisting amnestic 
disoider, mild cognitive impainment disorder, other cognUve disordeis and Parldnson 
Disease. 

15 It should be understood that 'nen/e growth factor gene therapy" Is well laiown In the art. 
and the compounds, for Instance nucleic acids used in nerve growth factor gene therapy 
are well described (see e,g. Tuszynslci et al., (2002) Journal of IWoIecular Neurosdlence 
Volume 19. Issue 1-2, pps. 207-208). 

20 67: combination thterapv with a nicotinic acetvlchotine receptor antagonist compound 

The mentol disordeis which can be treated using compounds having a high selecih^e 
afRni^ for the 5-HT2A and D4 receptor, for instance plpamperor\ In a combination 9terap/ 
with a nicofirfo acetylcholine receptor antagonist compound, are chosen from the group of 
diseases or disorders consisting of anxiety disorders, somatofbrm disorders (excluding 

25 pain disorders)* fectitious disorderSi dissociative disorders, adjustment disorders, impulse 
control disorders, substance-related disorders, personality disorders, bereavement, 
occupational probian. problems related to abuse or neglect and pain disorders. 

The present invention thus relates to-ths^use of pipamperon or a phanroceutically 
30 acceptable saft thereof for the prepacafioB erf a medtcamer* for treating the underlying 
emotion dysregulation of a non-cognitive mental disease or disoider selected from the 
group of diseases and disordera-cMisis&ftg-of anxiety disordemr somatoform disorders 
(excluding pain disordeiBX facBUous disorders, dissociative disorders, acQustment 
disorders. Impulse control disorders, substonce-reiated dteoreiers, personality disorders, 
35 bereavement, occupsHlonal problem and problems related to abuse or neglect, 
chaiact^ed In that pipamperon or said phamnaceuficalf/ acc^pteible sait thereof is 
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administefBd simultaneously wHh, separate from or prior to the administfafion of a 
nlcofinlo acetyicholine receptor antagonist compound to augment the theiapeufic effect or 
to provide a foster onset of the therapeutic effect of said nicotinic acelylchoBne receptor 
antagonist oompound» further characAerfzsd In that pipamperon Is to be administered to a 
5 patient in a daily dose ranging betuveen 5 and 15 mg of tte active ingredient 

The present Invention thus relates to the use of pipamperon or a phamiaoeutfcally 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregubtion of pain disorders, characterized In that pipamperon or said 

10 phamiaoeutically acceptable salt thereof is administered simultaneously wilh» separate 
from or prior to the administration of a nicotinio acetylcholine receptor antagonist 
compound! to augment the therapeiAlc effect or to pro^ride a fasfe^ onset of the therapeufo 
effect of said nfooQnic acetyldwllne receptor antsQoitet compound, further characterized 
in that pipamperon is to be administered to a patient in a daSy dose ranging between S 

15 and 15 mg of the ac^ve ingredient 

According to a preferred embodimerH. the invention relates to the uses as described 
above, wherein said nicotinic acetyldioDne receptor antegonlsl cc»npound is SEP1 74569 
or a pro-dnjg or an active m^bolito thereof, or a phannaceutically aoo^tabte salt 
20 thereof. 

The Invention also relates to a pharmaceufical composition comprising (a) pipamperon, 
and (b) a nicotinic acetylcholine receptor antagonist compound, preferalrfy SEP1 74559 or 
a pro-dnjg or an active metabolite thereof, or a pharniaceutically acceptable salt ttiereof, 

25 as a combined preparation for simultaneous^ separate or sequential use for treating the 
underiying emotion dymgulafion of a mentoi disease or disorder which Is chosen from 
the group consi^ing of anxle^ disorders^ somatoform disorders (excluding pain 
disordersX factitioi» disorders, dissociative disorders, adjustment disorders, impulse 
control disoidere, subtonce-retated disorders, personality disorders, bereavement, 

30 occupational problem, problems related to abuse or neglect and pain disorders. 

68: combination therapy witti a nicotinic rec eptor aoonist compound 
The mental disordere which can be treated ushg compounds having a high selective 
affinity for the 5-HT2A and receptor, for instance fripamperor^ In a combination tiierapy 
35 with a nicotinic receptor agonist conipound, are chosen from the group off diseases or 
disonfors consisting of Alzheimer Disease, substance^Iated persisting dementia. 
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vascular demenfla, dementia due to HfV disease, dementia due to head trauma, dementia 
due to Parkinson Disease, dementia due to Huntington Disease, dementia due to Pick 
Disease, dementia due to CreutzfeldWacob Disease, amnestic disorders due to a general 
medical condition, substance-induced persisting amne^c disorder, mild cognffive 
S impairment disorder and other cognitive disorders. 

The piBsent invention thus relates to the use of pipamperon or a phanmaceutically 
acceptable salt thereof for the preparation of a medicamert for treating the underlying 
emotion dysregulafion of a cognitive mental disease or disorder sele^ed from the group 

10 of diseases and disorders conslsflng of Ateheimer Disease, substance-related persisting 
dementia, vascular dementia, dementia due to HIV disease; dementia due to head 
tfauma; dementia due to" Parkinson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, demertia due to CreutzfeldWacob Disease, amnestic 
disorders due to a general medical condition, substance-Induced persisting amnestic 

15 disorder, mlld cognitive impairmert cfisorder and oflier cognitive disorders, characterized 
In ttiat pipamperon or said phanmaceutically acceptable salt ttiereof is administered 
simultaneously with, separate from or prior to the admfr^ration of a nicotinic receptor 
agonist compound to augment the therapeutic effect or to provide a faster onset of the 
therapeutic effect of said nicotinic leceptor agonist compound, furttier charactertred In that 

20 pipamperon is to be adrriinlstered to a patient In a daily dose ranging between 5 and 15 
mg of the active ingredient 

According to a preferred embodimert, the Invention relates to the use as described abov^ 
wherein said nicotinic receptor agonist compound is ABT-089, or a pro-drug or an active 
25 metaboKe ttiei^of, or a phamiaceiilcally acceptable salt thereof. More preferably, said 
nicotinic receptor agonist compound is ABT-089 and Is to be administered In a dally dose 
ranging between 4 and 40 mg of the active ingredient 

The invention also relates to a pharmaceutical composition comprising (a) pipamperon, 
30 and (b) a nicotinic receptor agonist compound, preferably ABT-089 or a pro-dmg or an 
active metabofite thereof, or a pharmaceuflcelly acceptable salt thereof, as a combined 
pi^ration for simultaneous, separate or sequential use for treating flie underlying 
emotion dysregtiation of a cc^nitive mental disease or disorder wMch is chosen from ttie 
group consisting of Alzheimer Disease, substance-related per^ng dementia, vascular 
35 dementia, dementia due to HIV disease, dementia due to head trauma, dementia due to 
Parkinson tUsease, dementia due to Huntington Disease, dementia due to P\ck Disease, 
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dementia due to CreutzfeldWacob Disease* amnestic disorders due to a general medical 
condition, substance-induced persisting amnestic disorder, mild cognitive impaimient 
disorder and otiier cognilrve disorders. 

S The invention also relates to a pharmaceutioal composition as described above, vy^erein 
pipamperon is provided in a unitary dose of between 5 and 1 5 mg of the active ingredient 
and wherein said nicoflnic receptor agonist compound is ABT-089, preferably provided in 
a unitary dose of between 4 and 40 mg of tlie active Ingredient 

10 69: combination theraov with a neurpMnin 2 recettor f NiC2) antagonist compound 

The mental disorders which can be treated using compounds having a high selective 
• affinity for the 5-HT2A and D4 receptor, for instance pipamperon. in a combination frierapy 
with a neurokinin 2 receptor (NK2) antagonist compound, are chosen from the group of 
diseases or disorders consisting of mood disorders, anxiety disorders, eating disorders, 

15 premenstrual syndrome, somatoform disorders (excluding pain disorders), factiHous 
disorders, dissociative disorders, sexual and gender identity disorders, sleep disorders^ 
adjustment disorders, impulse control disorders, sut^stance-reiated dteorders. personality 
disorders, bereavement, occupational problem, problems related to abuse or neglect and 
pain disorders. 

20 

The present invention thus relates to the use of pipamperon or a phamnaoeutically 
acceptable salt thereof for the preparation of a medicamert for treating the underlyhg 
emotion dysregulation of a non*cognitive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disonJers, anxiety disoniers, eating 

25 disorders, premenstrual syndrome, somatofomi disorders (excludnig pain dlsonJers), 
factitious disorders, dissociative disorders, sexual arnJ gerKier identity disorders, sleep 
disorders, adjustment disorders, impulse control disorders, substance-related disorders, 
personality disorders, t)ereavement, occupational problem and problems related to abuse 
or neglect. chaiBcterized in that pipamperon or said pharmaceutically acceptable salt 

30 thereof is administered simultaneously with, separate from or prior to the administration of 
a neurokinin 2 receptor (NK2) antagonist compound to augmertt the therapeutic effect or 
to provide a faster onset of the therapeuHo effect of said neurokinin 2 receptor (NK2) 
antagonfet compounci ftirther charac^alzed In that pipamperon Is to be adrninfstered to a 
patient in a daily dose ranging between 5 and 15 mg of the active ingredienL 

35 
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The present invention thus relates to the use of pipamperon or a pharniaceuBcally 
acceptable salt thereof for the preparation of a medlcamert for treating the underiying 
emotion dysregubtion of pain disorders, characterized in that pipamperon or said 
phannaceuHcany acceptable salt thereof is administered simultaneously with, separate 
from or prior to the administration of a neurokinin 2 receptor (NK2) antagonist compound 
to augment the therapeutic effsct or to provide a faster onset of the therapeutic effect of 
said neurokinin 2 receptor (NK2) antagonlsl compound, further characterized In that 
pipamperon Is to be administered to a patient In a dally dose ranging between 5 and 15 
mg of the active Ingredient. 

According to a preferred embodiment, the Invention relates to the uses as described 
above, wherein said neurokinin 2 receptor (NK2) antagonist compound Is saredutant or a 
proKJrug or an active metabolite thereof, or a pharmaceutically acceptable salt thereof. 
More preferably, said neurokinin 2 receptor (NK2) antagonist compound is saredutart and 
is to be administered In a daUy dose ranging between 25 and 200 mg of the active 
IngredtenL 

The Invention also relates to a pharmaceufical composttlon comprising (a) pipamperon. 
and (b) a neurokinfii 2 receptor (NK2) antegonlsi compound, preferably saredutent or a 
pro-drug or an active metabolite thereotorapharmaceiJIcally acceptable salt thereof, as 

a combined preparation for simultaneous separate or sequential use for treating the 
underlying emotion dysregulatton of a mental dbeaee or disorder which is chosen from 
the group consisflng of mood disordeis, anxiety disordere. eating disorders, premenstrual 
syndrome, somatofomi disoidere (excluding pain disorders), factitious disordeis. 
dissociative disoidere, sexual and gender identity disorders, sleep disordere. adjustment 
disoidere. impulse control disorders, substance^elated disorders, personality disorders, 
bereavement, occupational problem, problems related Id abuse or neglect and pain 
disorders. 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon is provided In a uniteiy dose of between 5 and 15 mg of Ihe active ingredient 
and wherein said neurokinin 2. receptor (NK2) antagonist compound is saredutant, 
preferably provided in a unllary dose of between 25 and 200 mg of the active IngredlertL 
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7n- nomblnation theiaDV with a neurokinin 3 m eertor f NK3> antagonist compound 
The mental disorders whicf) can be treated using compounds having a high selecfive 
afflntty fbrthe 5-HT2A and D4 receptor, for Instance pipamperoi\ In a combination therapy 
with a neurokinin 3 receptor (NK3) antagonist compound, are chosen from the group of 
5 diseases or disorders consisting of mood disorders, anxiety disorders, psychofic 
disorders, somatofonn disorders (excluding pain disorders). facfiUous disorders, 
dissociative disorders, sleep disorders, adjustment disorders. Impulse control disorders, 
pen/aslve development disorders, dlsniptive behaviour disorders, subslance-related 
disorders, personality disorders, psychotoglcal factors affecting medkjal conditions. 
10 malingering, antisocial behaviour, bereavement, occupafional problem, identity problem, 
problems related to abuse or negled, pain disorders and deHrlum. 

The present Invention thus relates to the use of pipamperon or a phannaceubcally 
acceptable salt thereof for the preparation of a medlcamert for treating the underlying 

15 emotton dysregulatlon of a non-cognltlve mental disease or disorder selected from the 
group of diseases and disoitlers consisting of mood disorders, anxiety disorders. 
. psychotic disorders, somatoform disorders (excluding pain disorders), factitious disordere. 
dissociative disorders, sleep disorders, adjustment disorders, impulse control disorders, 
pen^asive development disorders, disruptive behaviour disorders, substance^elated 

20 disorders, personality disorders, psychological factors affecting medical conditions, 
malingering, antisocial behaviour, bereavement. occupaBonal problem. IdentHy problem 
and problems related to abuse or neglect characterized bi that pipamperon or said 
phamiaceuHcally acceptable salt thereof Is administered slmuHaneously with, separate 
from or prior to the admWstralion of a neurokinin 3 receptor (NK3) antagonist compound 

25 to augment the therapeuth? effect or to provide a fester onset of the therapeutic effect of 
safci neurokinin 3 receptor (NK3) antagonlsl compound, further characterized in that 
pipamperon is to be administered to a patient In a dally dose ranging between 5 and 15 
mg of the acQye ingredlert. 

30 The present Invention thus relates to the use of pipamperon or a phannaceutically 
acceptable salt thereof for the preparation of a medlcamert for treaUng the underlying 
emotion dysregulatlon of pala disordere. characterized in that pipamperon or sakf 
phamiaceuacally acceptable salt thereof is administered slmuttaneoudy with, separate 
from or prior to the admWstration of a neurokinin 3 receptor (NK3) antagonlsl compound 

35 to augment the therapeutic effect or to provide a f^r onset of the therapeutic effect of 
said neurokinin 3 receptor (NK3) antagonist compound, further characterized In that 
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pipamperon Is to be administered to a paUerA In a daily dose ranging between 5 and 15 
mg of the active ingredient. 

The present invention thus relates to the use of pipamperon or a pharmacautically 
5 acceptable salt thereof for the preparation of a medicamertt for treating the underlying 
emotion dysregulation of a cognitive mental disease or disorder which is delirium, 
characterized In that pipamperon or said ph^maoeuHcaliy acceptable salt thereof Is 
admirdstered simultaneously v\dth. separate from or prior to the administration of a 
neurokinin 3 receptor (NK3) antagonist compound to augment the therapeutic effect or to 
10 provide a faster onset of the therapeutic effect of said neurokinin 3 receptor (NK3) 
antagonist compourKl. further characterized In that pipamperon is to be administered to a 
patient in a daily dose rangir^ between 5 and 15 mg of the OG^e inyedient 

According to a preferred embodimeri, the Invention relates to the uses as described 
15 above, wherein said neuroWnin 3 receptor (NK3) antagonist compound Is talnetant or 
osanetent, or a pro-drug or an active metabolite thereof, or a phaimaoeutlcany acceptable 
sait ttiereof. More preferably, said neurokinin 3 receptor (NK3) antagonist compound Is 
talnetant and to be administered in a daily dose ranging between 1.5 and 12 mg of the 
active ingredient 

20 

The invention also relates to a pharmaceufical composition comprising (a) pipamperon, 
and (b) a neurokinin 3 receptor (NK3) antagonist compound, preferably talnetant or 
osanetant, or a prxxirug or an active metabolite thereoft or a pharmaceutteally acceptable 
salt thereof, as a combined preparation for simultaneous, separate or sequential use for 

25 treating the underlying emotion dysregulation of a martial disease or disorder which is 
chosen from the group consisting mood disorders, anxiety disorders, psychotic disorders, 
somatoform disorders (excluding pain disordeis), factitious disorders, dIssoclaHv© 
disordeirs. steep disorders, adjustment disorders, impulse control disorders, pervasive 
development disorders, disruptive behaviour disorders, substance-related disorders, 

30 per^onaBfy disorders, psychological factors afFecting medical conditions, maling&ing, 
antisocial behaviour, bereavement occupational pnoblem, identity problem, problems 
related to abuse or neglect, pain disorders and ddirium. 

The invention also relates to a pharmaceutiral comiwsition as descrit>ed eboye wherein 
35 pipamperon is provided in a unitary dose of b^ween 5 and 15 mg of the active ingredisnt 
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and wherein said neurokinin 3 receptor <NK3) antagonfet compound Is talnetant, 
preferably provided in a unitary dose of between 1.5 and 12 mg of the active Ingredient 

71 ! combination therapy with an N-Me tta/l-l>gsDartatB fNMDAI antagonist compound 
5 The mental disorders which can be treated using compounds having a Wgh selective 

afflnHy for the 5-HT2A and D4 receptor, for instance pipamperon, in a combination therapy 

vm\ an N-MethyMD-aspartate (NMDA) antagonbt compound, are chosen from the group 

of diseases or disorders conslsfing of mood disoiders, anxiety disorders, eating dlsordeis. 

premenstrual syndrome, somatoform disorders (excluding pain disorders), factitious 
10 disoiders. dissociative disoidere. sexual and gender Identity disoiders. adjustment 

disoiders. Impulse control disorders, personality disorders, bereavement. oocupaBonal 
prbbtem. problems" Wteted to abuse or neglect, pain disorders, Alzheiner Disease. 

substanoe-related persisting demenUa. vascular dementia. demenBa due to HIV disease. 

dementia due to head trauma, dementia due to Parkinson Disease, dementia due to 
15 Huntington Disease, dementia due to Pick Disease, dementia due to Qreutzfeldt-Jacob 

Disease, amnestic disorders due to a general medical condlUon. substance-induced 

persisting amnestic disorder, mild cognitive Impalmnert disorder and other cognitive 

disorders. 

20 The present Inventfon thus relates to the use of pipamperon or a phannaceuUcally 
acceptable salt thereof tor the preparation of a medfcameri for treating the underiying 
emotton dysregulatlonof a non^ognlilve mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disordere. anxiety disorders, eating 
disoidere. premenstnial syndrome, somatofomn disorders (excluding pain disordere). 

25 facetious disoidere. dlssodalive disorder^ sexual and gender Wentay disordere. 
adjustment disorders. Impulse control disordere. peisonaBly disordere. bereavement, 
occupational problem and problems related to abuse or neglect, characterized m that 
pipamperon or said pharmaoeUltealV acceptable salt thereof is administered 
Simultaneously with, separate fom or prior to the administration of an N-iWe8v»-D- 

30 aspartate (NMDA) antagonist compound to augment the therapeutic effect or to provide a 
• taster onset of the therapeutic effect of said N-Methyl-D-aspartate (NMDA) antagoni^ 
compound, forther characterized In that pipamperon is to be adininlstered to a paBent In a 
daily dose ranging between 5 and 15 mg of the active ingredient 

35 The present Invention thus relates to the use of pipamperon or a phannaoeuHcally 
acceptable salt thereof for the preparation of a medlcamert for treating the underlying 
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emotion dysregulation of pain disorders, oharacteiized in that pipamperon or said 
pharmaceutlcally acceptable salt thereof is administered simultaneously with» separate 
from or prior to the adminlstFatlon of an N-Methyl-D-aspartate (NMDA) antagonist 
compound to augment the therapeutic effect or to provide a faster onset of the therapeutic 
S effect of said N-Methyl-D-aspartate (NMDA) antagonist compound, further characterized 
In that pipamperon is to be admlr^tered to a patient in a daily dose ranging between 5 
and 1 5 mg of the active Ingredient 

The present invention ttius relates to the use of pipamperon or a phannaoeutically 
iO acceptable salt thereof for tfie preparation of a medicamert for treating the underlying 
emotion deregulation of a cognitive mental disease or disorder selected from the group 
of ^diseases and disorders consisting of Atzheimer Disease, substance-related persisting 
dementia, vascular dementia, dementia due to HIV disease, dernentia due to head 
trauma, dementia due to Paricinson Disease, dementia due to Huntington Disease, 
15 dementia due to Pick Disease, demenSa due to Creutzfeldt-Jacob Disease, amnestic 
disorders due to a general medical condition, sui:>stance-induced persisting amnesfic 
disorder, mild cognitive impalrmert disorder and other cognttive disorders^ characterized 
In that pipamperon or said phannaceutically acoeptabie salt theroof is administered 
simultaneously v\4th, separate frcan or prior to the adntinisfrafion of an N-Methy^D- 
20 aspartate (NMDA) antagonist compound to augment the therapeutic effect or to provide a 
faster onset of the therapeuQc effect of said N-!Methyl-D-aspaftate (NIMDA) anteigonist 
compound, further characterteed in that pipamperon is to be administered to a patient in a 
dally dose ranging tidween 5 and 15 mg of the acBve Ingredient 

25 According to a preferred embodimert. the invention relates to the uses as described 
above» wherein said IM-Methyl-l>aspaftate (NMDA) antagonist compound Is chosen from 
thie group consisting of SEP1 74559, memantine, delucemine, or a pro-drug or an active 
metabolite thereof, or a phanmaceOticalV acceptable salt thereof. More preferably, said N- 
Methy l-D-aspaitate (NMDA) antagonist compound is memantine and Is to be administered 

30 in a daily dose ranging between 5 and 40 mg of the acfive ingredient 

The invention, also relates to a pharmaceulteai composition comprising .(a) pipamperon, 
and (b) an N-Methyl-D^partate (NMDA) antagonist compound^ prefierably chosen 1ix>m 
the group consistir^ of SEP1 74559, memantine, delucemine or a pro-drug or an active 
3S metaboBte thereof, or a pharmaceufically acceptable salt thereof, as a combined 
preparation for simultaneous, separate or sequenfial use for treating the underlying 
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emotion dysregulation of mental disease or disorder which is chosen firom the group 
consisting of mood disorders, anxiety disorders, eating disorders, premenstrual ^ndrome, 
somatofbmn disorders (excluding pain disorders), factitious disorders, dissodative 
disorders, sexual and gender identify disorders, adjustment disorders, Impulse control 
S disorders, personaGty disorders, bereavement, occupational problem, problems related to 
abuse or neglect, pain disorders. Alzheimer Disease, substanoe^lated persisting 
dementia, vascular dementia, dementia due to HIV disease^ dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia due to Picic Disease, dementia due to Creutzfeldt-Jaoob Disease, amnestic 
10 disorders due to a general medical condftion, substanoe-fnduced persisting amnestic 
disorder, mild cognitive impairment disorder and other cognitive disorders. 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon Is provided in a unitery dose of between 5 and 15 mg of the active ingredient 
15 and v^erein said N-Methyl-D-aspartate (NMDA) antagonist compound is memantine, 
preferably provided In a unitary dose of t)etween 5 and 40 mg of the active ingredient. 

72: combination therapy wiOi a norhsteroidai anfl'inflammatory drug 
The mental disorder which can be treated using compounds having a high selective 
20 alRhity for the 5-HT2A and D4 receptor, ftur instance pipamperDr\ in a combination ffiempy 
witii a non-steroidal antMnflammatory drug, is a pain disorder or Alzheimer Disease. 

The present invention thus relates to the use ,of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medicamert for treating the undeilying 

25 emotion dysregulaflon of a pain disorder, characterized in that pipamperon or said 
pharmaceutically acceptable salt thereof is administered simultaneously with, separate 
from or prior to the administration of a non-steroidal anti-inflammatory drug to augment the 
therapeutic effect or to provide a faster onset of the therapeiiic effect of- said a non- 
steroidal anti-inflammatory drug, fiirttier characteiized in that pipamperon Is to be 

30 administered to a patient In a daily dose ranging between 5 and 15 mg of tlie active 
ingredient 

The present invention thus relates to the use of pipamperon or a pharmaceuticaUy 
accepteble satt flierecf for the preparation of a medicamert for treating the underlying 
35 emotion dysregulstton of a cognitive disease, such as Abdieimer Dbease, characterized in 
that pipamperon or said ptiarmaceutically accepteble satt thereof is administered 
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simultaneously with, separate from or prior to the administrafion of a non-steroidal anti- 
inflammatory drug to augment the therapeutic effect or to provide a faster onset of the 
therapeiHc effect of said a non-steroidal antMnflammatory drug, further chaiacterized in 
that pipamp^on is to be adnrdnlstered to a patient in a daily dose rangnng between 5 and 
S 15 mg of the active ingredient 

According to a prefi^red embodiment, the Invention relates to the uses as described 
above, whmin said a non-steroidal antMnflammatory drug is chosen from the group 
consisting of piroxicam , iMX-1094, mebxicam and flurizan (pure R-enant!omer form of 
10 flurbiprofen), or a pro-drug or an active metabolSe thereof, or a phanmaceulically 
acceptable ^t thereof 

The invention also relates to a ph^rmaceufical composition comprising (a) pipamp^n, 
and (b) a non-steroidal anti-inflanmatory drug, preferably chosen from the group 
IS . consisting of piroxicam, MX-1094, meloxicam arKt flurizan (pure R-enantiomer form of 
flurbiprofen), or a pro-drug or an acSve metabolBe thereof, or a pharmaceutically 
acceptable salt thereof, as a combined preparation for simuttaneote, separate or 
sequential use for treating the underlying emoifon dysregulafion of a pain disorder or 
Afzhefirner Disease . 

20 

73: combination therapy with an oooid arftaaonlst compound 

The mental disorders which can be treated usoig compounds ha^ng a high selective 
affinity for the 5-HT2A and D4 receptor, for instance plpamperor^ in a combination frierapy 
with an opoid antagonist compound, are substance related disorders. 

25 

It will be appreciated that the terms "opokj" and ''opiokT may be used interchangeably. 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medicament for treating the underlying 

30 emotion dysregu^on of substenoe related disorders, characterized in that pipamperon or 
said phanmaceuticaily acceptable salt thereof is administered timuttaneously witii, 
separate from or prior to the administration of a opoid antagonist compound to augment 
the therapeutic effect or to provide a fester onset of the therapeutic effect of said opoid 
antegonlst compound^ further charaof^lzed In that r^pamperon is to M administered to a 

35 patient in a daily dose ranging between 5 and 1 5 mg of the active ingredtenL 
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According to a preferred embodimert, the invertlon relates to the use as described abov^ 
wherein said opold antagonist ccmipound is naltrexone, preferably as a depot fonnulafion, 
more preferably in the fonn of microcapsules, or a pro-drug .or an active metabolite 
theiBof, or a phanmaceutfcalty acceptable salt thereof. Preferably, said naltrexone is to be 
5 administered In Oie fonm of a depot, preferably a depot of microcapsules comprising a 
dally dose of betvueen 192 and 384 mg. 

The invention also relates to a pharmaceut'cai composition comprising (a) pipamperon, 
and (b) a opold antagonist, preferably naltrexone, or a pro-drug or an active metabolite 
10 thereof, or a pharmaceutically acceptable salt thereof, as a combined preparation for 
simultaneous, separate or sequential use for treating the underlying emotion dysreguiation 
of substance related disorders. 

The Invention also relates to a pharmaceutical composition as described above wherein 
15 pipamperon is provided In a unitary dose of between 5 and 15 mg of the active ingredient 
and wherein said opold antagonist compound is naltrexone, preferably provided in a 
unitary dose of between 192 and 384 mg of the active ingredient 

74: combination theraovwltti an opoId aoonist compound 

20 The mental disorders which can be treated using oonpounds having a high selective 
afiini^for the 6-HT2A and D4 receptort for Instance pipamperorx in a con*lnaBon ttierapy 
with an opoid agonist compound, are chosen from the group of diseases or disordeis 
condsfing of anxfety disorders, psychotic disorders, eating disorders, premenstrual 
syndrome, somatofomn disorders (excluding pain disorders), fectitious disorders, 

25 dissociative disorders, sexual and gender Identity disorders, sleep disorders, adjustinent 
disorders, impulse control disorders, substance-related disorders, personality disorders, 
bereavement, occupational problem and problems related to abuse orneg^ecL 

The present invention tfius relates to the use of pipamperon or a pharmaceutically 
30 acceptebte salt thereof for tine preparation of a nriedicamert tor treating the underlying 
emotion dysreguiation of a non-cognitive mental disease or dteorder selected from the 
group of diseases and disorders consisting of anxieV disorders, psychotic disorders, 
eating disorders, premenstrual syndrome, somatofonn disorders (excluding pain 
dIsoitteiB), fectitious disorders^ dissociative disoreJers, swual and gender Identity 
35 disorders, sleep disorders, adjustmert disorders. Impulse control disorders, substance- 
related disorders, personally disonlers. bereavement, occupational problem and 
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problems related to ebuse or neglect, diaracterized In tfiat pipamperon or said 
pharmaceuHcalfy acceptable saJt thereof Is administered simultaneously vrith. separate 
from or prior to the admlnistratton of an opoid agonist compound to augment the 
therapeuNc effect or to provide a faster onset of the therapeufio effect of said opoid 
S agonist compound, 'ftirther characterized in that pipamperon is to i>e administered to a 
patient in a daii/ dose ranging between 5 and 15 mg of the active ingpredient 

According to a preferred eml30cDmert, the invention relates to the use as descrifc>ed abovQ 
wherein said opoid agonist compound is chosen from ttie group cor^isting of sframesne, 
10 E-S842 and cyciazocine, preferably sirameslne» or a pro-drug or an acUve metatK>ISe 
thereof, or a phamnaceuticaily acceptable salt thereof. 

The invention also relates to a phanmaceufical composition comprising (a) pipamperon, 
and (b) an opoid agonist compound, preferably chosen from the group consisting of 

15 sirameslnep E-5842 and cyciazocine, preteraWy sinamesine, or a pro-dnig or an active 
metabolite thereof, or a pharmaceufically acceptable salt thereof, as a combined 
preparation for simultaneous, separate or sequenllai use for treaflng the underlying 
emotion dysreguiation of a norncognttivementeil disease or disorder which Is chosen from 
the group consisting of anxiety disorders, psychotic dlsordeis, eating disorders, 

20 piemenstruai syndrome, somatofonn disorders (exduding pain disorders), factitioi^ 
disorders, dissodative disorders, sexual and gender identity disorders, sleep disorders, 
adjuslmertt disorders, impulse control disorders, substance-related disorders, personality 
disonlers. bereavement, occupational problen and problenrts related to abuse or neglect 

25 75: combination therapy wth a phosDhodiederase-4 fPPE4) inhibitor compoind 

The mental disorders which can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instance pipamperon, hi a combination therapy 
with a phosphodiesterase-4 (PDE4) inhibitor compound, are diosen from the group of 
diseases or disorders consisting of mood disorders, anxiety disorders, eating disorders 

30 promenstrual syndrome, somatofonn disorders (excludirig pain disoiders), factitious 
disorders, dissociative disorders, s^ai and gender Identity disorders, adjustment 
disorders, impulse control disorders, personality disorders, bereavement, occupational 
problem, pix)blems related to abuse or neglect, pain disorders, Alzheimer Disease, 
substance-related persi^g dementia, vascular dementia, dementia due to HIV disease, 

35 dementia due to head trauma, dement due to Parldnson Disease, dementia due to 
Huntington Disease, dementia due to Pick Disease, dementia due to CreutzfeldtJacob 
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Disease, amnestic disorders due to a general medical condition, substance-induced 
persisting amnestic disorder, mild cognitive impaimiert disorder and other cognitive 
disorder. 

S The present Invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregidatlon of a non-cognitive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders^ anxiety disorders, eating 
disorders, premenstrual syndrome, somatofmn disorders (excluding pain disorders), 

10 factitious disorders* dissodative disorders, sexual and gender identity disorders, 
adjustment disordais, impulse control disord^, personality disordefs, bereavement, 
occupational probierh and problems related to abuse or neglect, characterized in that 
pipamperon or said * pharmaceutical!/ acceptable salt thereof is administered 
simultaneously with, separate from or prior to the administration of phosphodiesterase-4 

15 (PDE4) inhibitor compound to augment the therapeutic effect or to provide a faster onset 
of the therapeutic effect of said phosphodiesterase-4 (PDE4) inhibitor compound, further 
charact^ized In that pipamperon Is to be administerBd to a patient fn a daBy dose ranging 
between 5 and 15 mg of the active Ingredient. 

20 The present invention thus relates to the use of pipamperon or a pharmaceutically 
aocepteible salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of pain disorders^ characterized in that pipamperon or said 
pharn^ceutically acceptable salt thereof is administered simuftaneously with, separate 
from or prior to the administration of a piK>sphodidsterase-4 (PDE4) Inhibitor compound d 

25 to augment the therapeutic effect or to provide a faster onset of the therapeutic effect of 
said phosphodlestarase-4 (PDE4) inhibitor compound, further chanacterized In that 
pipamperon is to be administered to a patient in a daily dose ranging between 5 and 15 
mg of the active ingredient. 

30 The present Invention thus relates to tine use of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medicamert for treating the underlying 
emotion dysrsgiilation of a cognUve mental disease or (Ssorder selected from the group 
of diseases and disorders consisting of Alzheimer Oise^e, substance-r^ted persisting 
dementia, vascular dementia, dementia due to HiV disease^ dementia due to head 

35 trauma, dementi due to ParMnson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, demertlia due to Creutzfeldt-slacob Disease, amnestic 
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disoider^ due to a general medical conditiont sub$tano&4nduced persistfng amnestic 
disorder, mild cognitive fmpalmtent disorder and ottier cognSive disorders^ characterized 
in that pfpamperon or said pharmaceuiically accepteble salt thereof is administered 
simultaneously with, separate ftom or prior to the administration of a phosphodie8tefase-4 
5 (PDE4) inhibitor compomd to augment the therapeutic effect or to provide a fast^ onset 
of VhB therapeutic effect of said phosphodiesleras&4 (PDE4) inhibBor compound, further 
characterized in that pipamperon is to be admin'stered to a patient in a daily dose ranging 
betuveen 5 ac\d 15 mg of the active ingredient. 

10 Accoidlng to a preferred emtxKliment, the invention relates to the uses as described 
above, wherein said phosphodiesterase-4 (PDE4) inhibitor compound is chosen from ttte 
group consisting of ND1251 and MEM 1917 (R1497), or a pro-dnjg or an active 
metabolite thereof, or a phamiaceutlcally acceptable salt thereof. 

15 The invention aiso relates to a pharmaceufical composition comprising (a) pipamperon. 
and (b) a phosphodie$terase-4 (PDE4) bnhibitor antagonist compound, preferably chosen 
from the group consisting of ND1251 and MEM 1917 (R1497), or a pro-dmg or an active 
metabolite thereof, or a phannaceutically acceptable salt th^eof, as a combined 
preparation ibr simultaneous, separate or sequentteii use for treating the underlying 

20 emotion dysregulatton of mental dteease or disorder which is chosen from the group 
consisting of mood disorders, anxiety disorders, eafing dlsonJers, premenstrual syndrome, 
somatoform disorders (excluding pain disorders), facfitlous disoidors, dissocialive 
disorders, sexual and gender identity disorelers, adjustment dIsord«^, impulse ^ntrol 
disorders, pereonafity disorders, bereavement, occupational problem, problems related to 

25 abuse or neglect pain disorders, Alzheimer Disease, substance-related persisting 
dementia, vascular dementia, dementia due to HIV disease, dCTientia due to head 
trauma, dementia due to ParWnson Dteease, dementia due to Huntington Disease, 
dementia due to Pick Disease, dementia due to Creutzfeldt-Jacob Disease, amnestic 
disorders due to a general medical condition, substance-Induced persisHng amnestic 

30 disorder, mlW cognitive tmpalmnettt disorder and other cognitive disorders. 

76: combinafion therapy vtflth a oeotldlc compound 

The mental disonlers which can be treated using compounds having a high selective 
affini^for the 5-HT2A and D4 receiver, for instance pipamperoa in a combination therapy 
35 with a peptidic compound, are chosen from the group of disease or disorders consisting 
of mood disonlers, anxtefy disorders, eating disorders, premenstrual syndrome. 
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somatoform disorders (e)a^udlng pain disorders^ liactittous dssord«B. dissociative 
disorders, sexual and gender (dentil disorders; adjustmeit disordersi impulse control 
disorders^ personality disorders, bereavement, occupational problem, problems related to 
abuse or neglect, pani disorders, Alzhermer Disease, substance-related persisting 
5 dementia, vascular dementia, dementia due to HIV disease, dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia due to PIcIc Disease, dementia due to Creutzfeldt^Jacob Disease, amnestic 
disorders due to a general medical condtlion, substance-induced persisting amnesfic 
disorder, mild cogniSve Impairment disorder and other cognitive disorders. 

10 

The present invention thus relates to the use of pipamperon or a phamnaceutically 
acceptable salt thereof for the preparation of a medicament for trealing the underlying 
emotion dysregulat'on of a non-cognttive menial disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 

15 disorders, premenstrual syndrome, somatoform disorders (excluding pain disorders), 
factitious disorders, dissociative disorders^ s^oial and gender idenUly disorders, 
adjustment disorders, impulse control disontos, personality disorders, bereavemenl. 
occupational problem and problems related to abuse or neglect, characferi^d in that 
pipamperon or said pharmaoeuticalV acceptable salt thereof Is administered 

20 simultaneously wUi, separate from or prior to the admlnlstrailon of a peptidic compound to 
augment the therapeutic effect or to provide a fiastar onset of the therapeutic effect of said 
peptidic compound, further characterized in that pipamperon is to be administered to a 
patient in a daily dose ranglng betuueen 5 and 15 mg of the active rngredienL 

25 The present Invention thus relates to the use of pipamperon or a idiamnaceutically 
aoc^>tabIe salt therecf for the preparation of a medicament for treating the underlying 
ermtion dysregubtion of pain disorders, characterized in that pipamperon or said 
pharmeceuBcatly acceptable salt thereof is admlnfstBred ^ultaneousiy with, separate 
from or prior to the admlntstraton of a peptidic compound to au^ent the therapettic 

30 eflect or to provide a faster onset of the therapeutic effect of said peptidic compound, 
further charaGterfzed in that pipamperon Is to be admlnisferedto a patfent in a daiV dose 
ranging between 5 and 15 mg of the adIvelngredlenL 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
35 acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysr^ulation of a cogniBve mental disease or disorder selected from the group 
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Of diseases and disorders consisflng of Alzheimer Disease, substance^elated persisting 
dementia, vascular dementia, demertla dua to HIV dtse^^ demenfla due to head 
trauma, demenfia due to PaiWnson Disease, demenfia due to Huntington IKsease. 
dementia due to PIcIt Disease, dementia due to CreubfeldtOacob Disease, amnestic 

5 disorders due to a general medical condifion, substanoe-lnduced perslsflng amnestic 
dfeoider. mild cognitive impaimient dlsordo- and ottier cogniUve disorder^ characterized 
In that pipamperon or said phamraceutlcally acceptable salt thereof la administered 
simultaneously wlh. separate from or prior to the administration of a pepfidic compound to 
augment the therapeutic effect or to provide a faster onset of the therapeutic effect of 

10 peptidic compound, further characterized in that pipamperon Is to lae administerBd to a 
patient 'm a daliy dose ranging between 5 and 15 mg of the active Ingredient 

According to a preferred emtwdlmert, flie Invenfion relates to the uses as described 
at)ove, wherein said peptidic compound is chosen from the group consisting of secretin, 

15 PT-141 , INI^ 00835 and beta sheet brealcer peptide, or a pro-drug or an active metabcdito 
thereof, or a pharmaoeutlcally acceptable salt thereof. I^flore preferably, said peptidic 
compound is secretin and is to be acbnlnislared in a daily dose rangb^ between 0.2 and 
0.4 mg/l<g of the active ingredient Mom preferably, said pepUdlc compound is INN 00835 
and Is to be administered In a daBy dose ranging between 18 and 160 mg of the acHve 

20 ingredient 

the Invention also relates to a phannaceuBcal composition comprising (a) pipamperon. 
and (b) a pepHdic compound, preferably chosen from the group oonsisfing of secretin. PT- 
141, INN 00835 and beta sheet breaker peptide, or a pro-dnig or an active metabolite 

25 thereof, or a phanraceuBcany acceptable salt thereof, as a combined preparafion for 
sftnultaneoua. separate or sequertlai use fbrtreaUng the underiying emotion dysregulatton 
of mental disease or dismder which is chosen from the group consisflng of mood 
disoideis. arode^ disojtiere. eating disorders, premenstrual syndrome, somatefbnn 
disoidera (excluding pain disorders), factitious disordersi dissociative disordera, sexual 

30 and gender identity disoiders. adjustment disorders, impulse control disordere, personality 
disoidera, bereavement, occupational problenv problems related to abuse or neglect pain 
disoidera, Alzheimer Disease, substance-related perelsOng dementi^ vascular dementia, 
dementia due to HIV disease, dementia due to head trauma, demenfla duo to Parithson 
Disease, dementia due to Huntington Disease, dementia due to Plclc Disease, dementia 

35 due to C^BUlzfeldl-Jacob Disease, amnestic disonlas due to a general medical condition. 
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substence-mduced persisting amnestic disorder, mHd cognitive impainnent disorder and 
other cognitive disorders. 

The Invention also relates to a phamtaceutlcal composition as described above wherein 
5 pipamperon is provided In a unitary dose of between 5 and 15 mg of the active ingredient 
and vi/herein said peptldlc compound is secretin, preferably provided in a unitary dose of 
0.2 and 0.4 mg/i(g of the active ingredient 

The invention also relates to a pharmaceutical composition as described above wherein 
10 pipamperon Is prwided in a untery dose of between 5 and 1 5 mg of the active ingredient 
and wherein said peptldic compound Is INN 00835. preferably provided In a unitary dose 
of 18 and 160 mg of the acSve Ingredient 

7T. ^nn.hina«ontheraPVWit h a DhosDholipasftA2 inhibSor compound 
15 The mental disorders which can be treated usfrig compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instance pipamperoa in a combination therapy 
with a phospholpase A2 inhibitor compound which has caspase inhibitor activity, are 
chosen from the group of diseases or disorders consisting of mood disorders. arodeV 
disorders, psychotic disorders, eating disorders, premenstrual syndrome, somatofbmrt 
20 disorders (excluding pain disorders), factitious disorders, dissociaflve disorders, sexual 
and gender identity disorders, sleep disorders, aiflustment disorders. Impulse control 
disorders, pervasive development disorders. dlsiupBve behaviour disonlers. substar^e- 
related disorders, personality disorders, bereavement occupational problem, problems 
lelatsd to abuse or neglect, pain disorders and delirium. 

The present Im^enHon thus retetes to the use of pipamperon or a phamiaceuHcaily 
acceptable salt thereof for the preparation of a medicamertt for treating the underlying 
emotion dysregulatSon of a non^^nitive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disordes. anxiety disorders^ 
psychotic disorders, eating disorders, premenstrual syndrome, somatoibm, disorders 
(excluding pain disorders), factitious disorders, dissociative disorders, sexual and gender 
idenlily disorders, sleep disorders, adjustmertt xBsorders. impulse control disorders, 
pervasive development disorders, dismptive behaviour disorders, 8Ubstance<elated 
disorders, personality disorders, bereavement occupational problem and problems 
related to abuse or negted.. characterized In that pipamperon or said phamiaceuhcally 
acceptable salt thereof is adrrtnlstered simuttaneously with, separate from or prior to the 
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administration of a phosphollpase A2 inhibitor compound which has caspase InhiKtor 
acfivlty to augment the ther^eutic effect or to provide a taster onset of the tiierapeuUc 
effect of said phospholpase A2 Inhibitor compound which has caspase Inhibitor activity, 
Hirther characterized In that pipamperon is to be administered to a patient In a dal^ dose 
5 ranging between 5 and 15 mg of the active ingrecgent 

The present invention thus relates to ttie use of pipamperon or a pharmaceutically 
acceptable salt thereof for the prei^tration of a medicamert for treating the underlying 
emotion dysiegulatlon of pain disoidei^ characterized in that pipamperon or said 

10 pharmaceuUcally acceptable salt thereof Is administered simuttaneousiy with, separate 
from or prior to the achnhlstration of a phosphoHpase A2 inhibitor compmjnd which has 
caspase inhitntor activity to augment the therapeutic effe<^ or to provide a ^sier onset of 
the therapeutic effect of said phospholipase A2 inhibitor compound v^^ich has caspase 
inhibitor activity, further characterized in that pipamperon is to be administered to a patient 

15 in a daily dose ranging between 5 and 15 mg of the active Ingredient 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medicamerS for treating the underlying 
emotion dysregulation of a cognitive mental disease or disorder which Is ddirium, 

20 characterind in that pipamperon or said pharmaceutical^ acceptable salt thereof is 
adndnlstered slmults^eousty witti, separate from or prior to the admirustration of a 
phospholipase A2 Inhibitor compound which has caspase inhibitor activity to augment the 
therapeutic effect or to provide a «aster onset of the therapeutic effect of said 
phospholipase A2 inhibitor compound which has caspase Inhibitor activi^p furttier 

25 characterized in that pipamperon is to be administered to a patient in a dally dose ranging 
between 5 and 15 mg of the active ingredient 

According to a prefenred embodlmert, the invention relates to the uses as described 
above, wherein said phospholipase A2-inhibiter compound which has caspase inhibitor 
30 activity Is chosen from the group <aaaa^ng of LAX-IOIa, LAX-101b and LAX-101c^ 
preferably LAX-101a, or a pro-drug or an active metaboiSe thereof, or a pharmaceutically 
acceptable ait thereof. 

The invention also relates to a phamnaceufical composition comprising (a) fKpamperon. 
35 and (b) a phosphoGpase A2 inhibitor compcHjnd which tes caspase inhibitor activity, 
preferably chosen from fte group consteb'ng of LAX-101a, lAX-IOIb and UOC-IOIc. more 
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preferably LAX-IOIa, or a prb-drug or an active metabolite thereof, or a pharmaceutical^ 
acceptable salt thereofp as a combined preparation for simultaneous, separate or 
sequential use for treating the underlying emotion dysregulafion of a mental disease or 
disonder which is chosen from the group consisting mood disorders, anxiety disorders. 

5 psychotic disordeis, eating disorders* premenstrual syndrome, somatoform disorders 
(excludirg pain disordeis). fa(^ous disorders, dissodative disorders^ sexual and gender 
Identity disoniers, sleep disorders, adjustment disorders, impulse control disordere, 
pervasive development disorders, dlsmptive behaviour disorders, substance^elated 
disorders, personality disorders, bereavement, occupafional problem, problems related to 

10 abuse or neglect, pain disorders and delirium. 

78: comblnatibnlhera'py vyith a compound which Is a prodrug of uridine 

The mental disonjers which can be treated using compounds having a high selective 

affinity for the 5-HT2A and D4 receptor, for Instance pipamperon, tn a combination ttierepy 

1 5 with a compound which is a prodrug of uridine, are chosen from the group of diseases or 
disonjers consisting of mood disorders, anxiety disorders, eating disordm, premenstrual 
syndrome, somatoform disorders (excluding pain disorders), fiacfitious disorders, 
dissociative disorders, sexual and gender identiV disorders, sleep disorders, acQustment 
disorders, impulse control disorders, personaRty disorders, bereavement, occupational 

20 problem, problems related to abuse or neglect and pain disordere. 

The present invention ttuis relates to the use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the preparation of a medicamert for treating the underlying 
emotion dysregulation of a non-cognlfive mental disease or disorder selected from the 

25 group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 
disorders, premenstrual syndrome, somatoform disorders (excluding pain disorders), 
factitious disorders, dissociative disorders, sexual and gender identity disorders, sleep 
disorders, adjustment disorders. Impulse corrtrol disorders, substance-related dlsordeis, 
personality disorders, bereavement, occupational problem and preblems related to abuse 

30 or neglect, characterized in tiiat pipamperon or said phamnaoeuHcalV acceptable salt 
thereof is administered simultaneously wKh. separate from or prior to the administration of 
a compound which is a prodrug of uridine to augment the therapeutic effect or to provide a 
faster ons^ of the therapeutic effect of said compound wMch Is a prodrug of uridine, 
further characterized In that pipamperon Is to be administered to a patient In a daily dose 

35 rangbig between 5 and 15 mg of tiie active ingredient 
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The present Invention thus relates to the use of pipamperon or a phannaceuticaHy 
acceptable salt thereof for the preparation of a medlcameri for treating the underlying 
emotion dysregubtion of pain dfsorders» characterized In that pipamperon or said 
phannaceuUcally acceptable salt thereof is admmistered simultaneously v^. separata 
S ftom or priorto the administration of a compound which is a prodrug of uridine to augment 
flie therapeufio effect or to provide a faster onset of the tfierapeuKc effect of said 
compound which is a prodrug of uridine further characterized in that pipamperon is to fcie 
administered to a patient in a dally dose ranging between 5 and 15 mg of the active 
ingredient 

10 

According to a preferred embodiment, thie Invention relates to the uses as described 
above, v^erein said compound which is a prodmg of uridine is RG2133 (triacetyluridlne) 
or a pro-drug or an active metabolite thereof, or a pharmaceuticaily acceptable salt 
thereof. 

15 

The Invention also relates to a pliarmaceulicai composition comprising (a) pipamperon. 
and (b) a compound which is a prodmg of uridine, preferably RG2133 (triaceiyiuridine) or 
a pit>-drug or an active metabolite thereof, or a pharmaceuUcaBy acceptable salt thereof, 
as a combined preparation for simulteneous^ separata or sequential use for treating the 

20 underiying emoSon dysregulaAon of a mental disease or disorder which is ^osen from 
the group consisting of mood disorders, anxiety disorders, eating disorders, premenstrual 
syndrome, somatofomi disorders (excluding pain disorders), factitious disorders, 
dissociative disorders, sexual and gender identity disorders, sleep disorders, adjustment 
disoiders, impulse control disorders, personality disorders, bereavement, occupaHonal 

25 problem, problems related to abuse cr negl^ and pain disordears. 

79: combination therapy with prostaglandin El compound 

The mental disorders which can be treated using compounds having a high selective 
affinity ibr the 5-HT2A and D4 receptor, for instance plpamperor\ In a combination therapy 
30 with prostaglandin El compound, are sexual and gender tdenfity disordes. 

The present invention flius relates to the use of pipamperon or a pharmaceuScally 
acceptable salt thereof for the preparation of a medicamerft for treating the underiying 
emotion dysregulafion of a non-cognitive mental disease or disorder selected from ttie 
35 group of sexual and gender identity disorders, characterized In fliat pipamperon or said 
phamiaceuticaily acceptable salt thereof is administered simuitaneou^y with, separate 
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1ix}m or prior to the admlnistFaUon of a prostaglandin El contpound to augment the 
therapeuBc effect or to provide a faster onset of the therapeidc effect of said 
prostaglandin El compound, further characterized in that pipamperon is to be 
administered Id a patient in a daily dose ranging between 5 and 15 mg of the active 
5 ingredienL 

According to a preferred embodiment, ^e invention relates to the use as descnlied abov^ 
wherein said prostaglandin El is alprostadil or a pro-drug or an active metabolite thereof, 
or a phamiaceuUcall/ acceptable salt thereof. More preferably, said prostaglandn El 
10 compound is alprostadHL preferably in the form of crsem or gel» preferably a topical gel, 
and is to be administeied In a daHy dose ranglr^ between SO and 300 microgram per 
application of the active ingredient 

The invention also relates to a pharmaceufical composition comprising (a) pipamp^on, 
15 and (b) a prostaglandin E1 compound, preferably alprostadil or a pro-drug or an active 
metabonte thereof, or a phanmaceutically acceptable salt thereof, as a <»;mbined 
preparation for simultaneous, separate or sequential use for treaiir^ the underlying 
emotion dysregulation of a menial disease or di^rder vMch Is chosen from the group of 
^xual and gender Identity disorders. 

20 

The invenfion also relates to a pharmaceutical composition as descn'bed above wherein 
pipamperon Is provided in a unitary dose of between 5 and 15 mg of ti^ active Ingredient 
and wherein said prostagiarKtin El compound Is alprostadil, preferably provided In the 
town of a cream or gel. preferat^y a topical gel, wherein a unitary dose comprises between 
25 50 and 300 microgram of the active li^redient per appllcaflon. 

80: combination therary with a compound protecBhg dopamlnergte and cholinergic 
neurons 

The merttal disorders which can be treated us»ng compounds having a high selective 
30 affinity for the 5-HT2A and D4 receptor, for Instance pipamperon^ )n a combination tt)erapy 
with a compound which protects dopamlnergte and cholinergic neurons, are chosen fifom 
the group of diseases or disorders corBlsfing of Alzheimer Disease, substanceHBlated 
per^sSng dementia, vascular dementia, demenGa due to HIV disease, demenfia due to 
head trai^na, dementia due to Partdnson Disease* dementia due to Huntington Disease, 
35 dementia due to Pick Disease, dementia due to Creu2zfeldt-Jacob [Ssease, amnestic 
disorders due to a general medical condition, substance-Induced persisting amnestic 
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disorder, mild cognitive impairment disorder, other cognitive disorders and Paridnson 
Disease. 

The present Invention thus relates to the use of jidpamperon or a phamnaoeutloally 
S acceptable salt thereof for the preparation of a medlcamert lor treating the underiying 
emotion dysregulatron of a cognitive mental disease or disorder selected from the group of 
diseases and disorders consisting of Alzheifner Disease, substance-related persisting 
dementia, vascular dementia, dementia due to HIV disease^ dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due fo Huntington Disease, 

10 dementia due to Pick Disease, dementia due to CreutziiBldt-Jacob Disease, amnestic 
disorders due to a general medical condition, substance-induced persisting amnestic 
disorder, mild cognitive impairmert disorder and other cognitive disorders, characterized 
in that pipamperon or said pharmaceuUcaily acceptable salt thereof Is administered 
simulteneously vMt, separate from or prior to the administration of a compound which 

15 protects dopaminergic and cholinergic neurons to augment the therapeutic effect or to 
provide a laster onset of the therapeutic effect of said compound which protects 
dopaiTdnergic and cholinergb neurons^ further characterized In that pipamperon te to be 
administered to a patient In a daily dose ranging between 5 and 16 mg of the active 
ingredient 

20 

The present invention thus relates to the use .of pipamperon or a phannaoeuticaiiy 
accepteble salt thereof for the preparation of a medtcamert for treating the underiying 
emotion dysreguiation of Paridnson Disease, characterized In ttiat pipamperon or said 
phamnaceuUcally acceptable salt thereof is administered simuttaneou^y with, separate 
25 from or pnor to tiie administaUon of a compound which protects dopaminergic and 
choDnerglc neurons to augment the therapeutic effect or to provide a taster onset of the 
therapeutic effect of said compound which protects dopaminergic and cholinergic 
neurons, further characterized in that pipamperon is to be administered to a patient in a 
daily dose ranging between 5 and 15 mg of the active ingredient 

30 

Acconjling to a preferred embodimert, the invention relates to the uses as described 
above, wherein, said ccxnpound which protecte.dopantineigloand chollnecglc neurons is 
SR 57667 or a pr&drug or an active metabolite tiiereof, or a phannaceuficaliy accepteble 
salt thereof. 

35 
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The invention also relates to a phannaceufical composfBon comprising (a) pipamperon, 
and (b) a compound which protects dc^n^nergte and cholinergb neurors, preferably SR 
57667 or a pro-diug or an active metabolite thereof, or a pharniaceuHcally acceptable salt 
thereof, as a combined preparation for simuftaneous, separate or sequential use for 

5 treating the undertying emotion dysregulafion of a mental disease or disorder which is 
chosen from the group consisting of Alzheimer Disease, substance-related persisting 
dementia, vascular dementia, dementia due to HIV disease dementia due to head 
trauma, dementia due to Parkinson Disease, dementia duo to Huntington Disease, 
dementia due to Pick Disease, dementia due to CreubJeWWacob Disease, amnestic 

LO disorders due to a general medical condltfon, substance-induced persteting amnestto 
disoitter, mild cognitive impainnent disorder, other cognitive dlsordeis and Parkinson 
Disease. 



ai! combinaflontherapv with a rMwchosthnulartf 
15 The mental disoiders which can be treated using compounds having a high selective 
affini^for the 5-HT2A and D4 receptor, for instance pipamperon^ In a combination Iherapy 
with a psychostimulant are chosen from the group of diseases or disorders consisting of 
sleep disorders^ attention-deficit disorders and substance^olated disorders. 

20 The present invention thus relates to the use of pipamperon or a phannaoeutk^Hy 
acceptable salt tiiereof for the preparalton of a medicamenl for treating the underlying 
emotion dysregulation of a norvcogniflve mental disease or disorder selected from the 
group of diseases and disorders consisting of sleep disorders. attentionKiellGlt disorders 
and substance-related disorders, characterized in that pipamperon or said 

25 pharmaceulteally acceptable salt thereof is administered simullaneousiy with, separate 
from or prior to the admlnlstialion of a psychostimulant to augment tiie therapeutic effect 
or to provide a fester onset of the therapeutic efFect of said psychostimulant further 
characterized in that pipamperon Is to be administered to a patient In a daily dose ranging 
between 5 8«d 1 5 mg of the active Ingrecfienl. 

30 

Accoreling to a preferred embodimertt, the Invention relates to the uses as described 
above, wherein said psychostimulant is chosen from ttie.group cofislsiing of.SPD 503, r- 
modafinil and modafinll. or a pro^irug or an active metabolite thereof, or a 
phamiaceufically acoepteUe salt thereof. More preferably, said psychostimulant Is SPE 
35 503, more preferably said psychostimulant Is modafinll and is to be administered in a daily 
dose ranging belween 200 and 600 mg of the aeilve ingredient 
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The invention also lelates to a phanmaceufical composition comprising (a) pipamperon, 
and (b) a psychostimulant prefsrably chosen from the group consisfing of SPD 503, r- 
modaflnll and modafinil, more preieratily said SPC 503 or modaflnil or a pro-dnxg or an 
5 active metabolite thereof, or a phamiaceuticafiy acceptable salt ttiereof, as a combined 
preparation for simultaneous, separate or sequential use for treatii^ the underlying 
emotion dysregulata'on of a non-cognitive mented disease or disordo* which is chosen from 
the group consisting of sleep disorders, attention-deficit disorders and substance-related 
disorders. 

10 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon is provided in a unitary dose of between 5 and 15 mg of the active ingredient 
and wherein said psychostimulant is modaHnil, preferably provided in a unitary dose of 
between 200 and 600 mg of the acfive ingredient 

15 

82: combinafion therapy with a compound which is a Reversible inhibitor of iWono>Amine 
oxydase A {RIMA> 

The menial disorders which can be treated usbig compounds having a high selective 
affini^ for the 5-HT2A and D4 receptor, for instance pipamperon^ In a combination therapy 

20 with a compound which is a reversible Inhibitor of mono-amine oxydase A (RiiViA), are 
chosen from the group of disease or disorders consisfing of mood disorders, anxiety 
disorders, eating disorders, premen^rual syndrome, somatofonn disorders (excluding 
pain disorders), fectitious disorders, dissodafive disorders* sexual and gender identity^ • 
disorders, adjustmer^ disorders, impulse control disorders, personality disorders, 

25 antisocial behaviour, bereavement, occupafionai problem, probl^ns related to abuse or 
neglect and pain disorders* 

The present invention thus relates to the use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the preparation of a medicament for treating the underlying 

30 emotion dysregulation of a non-cognitive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 
disorders, premenstrual syndronie, somatoform disorders (excludfiig psdn disorders), 
factitious disorders, dissociative disorders^ sexual and gender identity disorders, 
adjustment disorders, impulse cordrol disorders, personaBty disonters, antisocial 

35 behaviour, bereavement, occupatonal problem and problems rslated to abuse or neglect 
characterized in that pipamperon or said pharmaceuiicaify acceptable salt thereof is 
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administered simultaneously with, separate from or prior to the administration of a 
compound v^lch Is a reversible inhibitor of mono-amlne oxydase A (RIMA) to augment 
the therapeutic effect or to provide a faster onset of the therapeutic effect of said 
compound which is a reversible inhibitor of monoamine oxydase A (RliVIA), further 
5 chaFact»ized in that pipamperon is to be administered to a patient fn a daily dose ranging 
between 5 and 15 mg of the active ingredienL 

The present Invention thus relates to the use of pipamperon or a i^amiaceutfoally 
acceptable salt thereof for the preparation of a medicameitt for treating the underlying 

10 emofion dysregulatlon of pain disordersi characterized in that pipamperon or said 
pharmaceuticaily acceptable salt thereof is adminlstersd simuttaneoudy witfi, separate 
from or prior to the administraSon of a compound which is a reversible inhibitor of mono- 
amine oxydase A (RIMA) to augment the therapeutic effect or to provide a faster onset of 
the therapeutjo effect of said compound vMch is a reversible inhibitor of mono*amine 

15 oxydase A (RIMA), further characterized in that pipamperon is to be administered to a 
patient in a daily dose ranging between 5 and 15 mg of the active Ingredient 

According to a prefen^ed embodimer^, the invention relates to the uses as described 
above, wherein said compound wMch is a reversible Inhibitor of mono-amine oxydase A 
20 (RIMA) is ciwsen from the group consisting of toloxatone, RS 8359, modobemide, 
cimoxatone; caroxazone (FA 6654) and befloxatone» or a pro-drug or an acfive metabolSe 
thereof, or a phamiaceuBcally aooeptable saK thereof. More preferably, said compound 
which is a reversible inhibitor of mono-amine ov^d&se A (RMA) is befloxatone and Is to 
be adminlst^ed in a daily dose ranging between 2.5 and 20 mg of the active ingredtent 

25 

The invention also relates to a pharmaceufical composition comprising (a) prpamp@x>n, 
and (b) a compound which is a reverstb!e inMbitor of mono-amine o;^ase A (RIMA). 
preferably chosen from the group consisting of totoxatone, RS 8359, modobemide, 
cimoxatonet caroxazone (F.l 6654) and befloxatone, or a pro-drug or an acfive metabolite 

30 thereof, or a phamiaceuticany acceptable salt tfiereof, as a combined preparation for 
simultaneous, separ^e or sequential use for treating the undafying emotion dysregulatton 
of mental disease or disorder which is chosen from the group consisting of mood 
disorders, anxie^ disordei^ eating dteorders, premer^truai syndrome, somatofomn 
disorders (excluding pain disorders), factitious disorders^ dissociative disorders, sexual 

35 and gender identity disorders, adjustment disorders, Impulse control dtsonfers, personality 
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disorders, antisocial behaviour, bereavementi occupational problem, problems related to 
abuse or neglect and pain disorders. 

The Invention also relates to a phanmaoeuHcal composition as descnbed above wherein 
5 pipamperon is provided in a uniteiiy dose of between 5 and 15 mg of the active ingredient 
and wherein said compound which is a reversible inhibitor of mono-amine oxydase A 
(RIMA) is befloxatone, preferably provided in a unitary dose of between 2.5 and 20 mg of 
the active ingrediert 



10 83: combination therapy with a compound which modutates SCT^1 1 

The mental disorders which can be treated U8fr>g compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instance pipamperoa in a combination tfieraF^ 
with a compound whic^ modulates SCT-11 (i.e. SCT-11 is a G proteirhcoupted receptor), 
are chosen from the group of diseases or disorders consisting of mood disorders, anxiety 

IS disorders, eating disorders, premenstrual syndron^e, somatoform disorders (excluding 
pain disorders), factitious disordei^ dlssociafive disorders, sexual and gender identity 
disorders* sleep disorders, adjustment disorders, impulse control disorders, personality 
disorders, bereavement, occupational problem, problems related to abuse or neglect and 
pain disorders. 

20 

The present invention thus relates to the use of p^mperon or a pinamiaoeuticaily 
acceptable salt thereof for the preparation of a medlcamert for treating the underlying^ 
emotion dysregulation of a non-cognitive mental disease.or*disorder selected from the 
group of diseases and disorders coreisting of rrwod disorders, anxiety disorders, eating 

25 disorders, premenstrual syndrome, somatoform disorders (exclud&ig pain disorders), 
factitious disorders, dissociative disorders, sexual and gender identity disorders^ sleep 
disorders, adjustment disorders, impulse control disorders, substarice-related disorders, 
personality disorders^ bereavement, occupational problem and problems related to abuse 
or neglect, characterized in that pipamperon or said phanmaceuHcally acceptable salt 

30 thereof is administered simultaneously with, separate from or prior to the administration of 
a compound virtiich modulates SCT-11 to augment the therapeutic effect or to provide a 
foster onset of the therapeutic effect of s^d compound, which modulales SCT-1 1, further 
characterized in that pipamperon is to be administered to a patient in a daBy dose ranging 
between 5 and IS mg of the active ingredient 

35 
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The present invention thus relates to the use of pipamperon or a phamiaoeutically 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregutation of pain disorders, characterized in that pipamperon or sard 
pharmaceuticaliy acceptable salt thereof is administered simultaneously with, separate 
5 from or prior to the administration of a compound which modulates SCT-1 1 to augm^it 
the therapeutic effect or to provlcte a faster onset of the theispeufic effect of said 
compound which modulates SCT-1 1, further characterized In that pipamperon is to be 
administered to a patient in a dally dose ranging between 5 and 15 mg of the adhre 
ingredient. 

10 

According to a prefsired embodimert, the Invention relates to the use as described above; 
wherein said compound which modulates SCT-11 Is SNEC-2 or a pro-drug or an active 
metabolite thereof, or a pharmaceuticany acceptable salt thereof. 

15 The Invention also relates to a pharmaceutical composition comprising (a) pipamperon, 
and (b) a compound which modulates SCT-11, preferabty SNE-2 or a pnxinig or an 
active metabolite thereof, or a pharmaceuticaliy acceptable salt thereof, as a combined 
preparation for simultaneous, separate or sequential use for treating the ufidertj^ng 
emotion dysregulation of a mental disease or disorder w#iidi te diosen from the group 

20 consisting of mood disorders, anxiety disorders, eating disorders, premenstrual syncbome, 
somaiDfbnn disoidere (excluding pain disorders^ factitious disorders, dissodative 
disorders, sexual and gender IdenO^ disorders, sleep disorders, adjustment disorders. 
Impulse GontTDl disorders, personality disonters. bereavement, ocojpational problem, 
problems related to abuse or neglect and pain disorders. 

25 

84: combination therapy wltii a serotonin/dopamli^ antagonist comrwund (SPA) 
The mentel disorders w^iich can be treated using compounds having a high selective 
afflnityfor the 5-HT2A and D4 receptor, for instance pipamperor^ In a combination flierapy 
with a serotonln/dopamhe antagonist compound (SDA). are chosen from the group of 

30 diseases or disorders oondsting of mood disorders, anxiety disorders, psychoSc 
disoitlere, somatofbnn disorders (excluding palh disorders^ fecfltious disorders, 
dissociative disorders, sleep disorders, adjustment disorders, impulse control disorders, 
penrasive development disorders, cRsraptive behaviour cflsorders, substancenfelated 
disorders, personally (fisorders, psychological fiscfors affecting medical conditions. 

35 n«ltngerlng. antisodai behaviour, bereavement, occupational problem, identity problem, 
problems related to abuse or neglect, pain disorders and d^rtum. 
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The present invention thus relates to the use of pipamperon or a phamiaceutically 
acceptable salt thereof for the preparation of a medicamert for treating the underlying 
emotion dysregulation of a non-cognitive mental disease or disorder selected from the 
5 group of diseases and disorders consisting of mood disorders^ anxiely disorders, 
psychotic disorders^ somatofonn disorders (excluding pain disorders^ factitfous disoiders, 
dissociative disorders, steep disorders, adjustment disordeis, impulse control disordm. 
pervasive development disorders, disruptive behaviour disorders, substance-rebfed 
disorders, personality disorders, p^chological feictors affecting medical conditions. 

10 maiihgeilng, antisocial behaviour, bereav^ent, occupaBonal proiDlem, identity problem 
and problems related to abuse or neglect, charactsrized in that pipamperon or said 
pharmaceuticany acceptable salt thereof Is administered simultaneously with, separate 
from or prior to the administration of a serotonin/dopamine antagonist compound to 
augment the therapeutic effect or to provide a faster onset of the therai^euUc effect of said 

15 serotonin/dopamine antagonist compound, further characterized in that pipamperon is to 
be administered to a patient in a daly dosis ranging betvveen 5 and 15 mg of the active 
ingredient. 

The present invention thus relates to the use of pipamperon or a pharTnaoeuUcaily 
20 acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of r^ain disorders^ characterized in tliat pipamperon or said 
pharmaceutically acceptable salt thereof is administered simultaneously with, separate 
from or prior to the admlnlstrafion^of a serotonin/dopamine antagonist compound to 
augment the therapeutic effect or to provide a faster onset of the therapeutic effect of said 
25 serotonin/dopamine antagonist compound, ftjrther characterized in that pipamperon is to 
be administered to a patient in a daily dose ranging between 5 and 15 mg of the active 
ingredient 

The present invention thus, relates to the use of pipamperon or a phamiaceutically 
30 acceptable salt thereof for the preparation of a medicamert for treating the underiying 
emotion dysregulation of a cognitive mental disease or disorder which is delirium, 
characterized. Jn that pipamperon. or. .said .phamiaceutically. acceptable salt thereof is 
admirtistered simultaneously with, separate Irom or prior to the admintetraBon of a 
serotonin/dopanlne antagonist compound to augment the ttierapeutic effisct or to pro>^de 
35 a fester onset of the therapeutic effect of said serotonin/dopamine antagonist oompoundl 
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further characterized In that pipamperon is to be administered to a patient in a daiy dose 
ranging between 5 and 15 mg of the active ingredent 

According to a prefenred embodiment, the invention relates to the uses as described 
5 above, wherein said serotonin/dopanrine antagonist compound is diosen from the group 
consisting of zotepine, ziprasidone^ 81^-13496, SL 91.0177, sertindole, S<18327. 
risperidone, quetiapine fumarate (preferably sustained release formulation}, quebapine 
fumarate (preferably granules), quetiapine, perospirone, paliperidone, olanzapine, 
ocaperidone, LU 31-^131, iloperidone^ dozapine, -BSF-190555, btonanserin» bifeprunox, 

10 asenapine and aripiprazole, or a pro-drug or an active metaboGte tiiereof, or a 
pharmaceuUcally acceptable salt thereof. Even more preferably, said serotonin/dop^ine 
antagonist compound is chosen from the group consisting of SL 91.0177, serHndole, 
perospirone, paliperidone, blonanserir\ bifeprunox and asenapine, or a pro-drug or an 
active metabolite thereof, or a pharmaceutically acceptable salt thereof. More preferably, 

IS said serotonin/dopamine antagonist compound is sertindoie and is to be administered in a 
dally dose ranging between 12 and 24 mg of the active Ingredient More preferably, said 
serotonin/dopamine antagonist compound is paliperidone and is to be administered in a 
dally dose ranging between 3 and 15 mg of the active higredlenL More preferably, said 
serotonin/dopamine antagonist compound Is asenapine and to be administered bi a 

20 daily dose ranging between Z5 and 20 mg of the acBve ingredient 

The invention also relates to a pitarmaceufical composition comprising (a) pipamperon, 
and (b) a serotonin/dopamine antagonist compound, preferably chosen from the group 
consisting of SL 91.0177, sertindoie, perospirone, paliperidone, blonanserin, bifeprunox 

25 and asenapine, or a pro-drug or an active metabolite thereof, or a pharmaceutically 
acceptable salt thereof, as a combined preparation for simultaneous, separate or 
sequential use far treating tfie underiying emotion dysregulatfon of a mental disease or 
disorder which is chosen from the group consisting mood disorders, anxiety disorders, 
psychotic disorders^ somatoform disorders (excluding pain disordersX fectttious disorders, 

30 dissociative disorders, sleep disorders, adjuslment disorders, Impulse control disorders, 
pervasive development disorders, dtsmpHve behaviour disorders, substance-related 
disoiders, personality disorders, psychological fectors affecting .medical conditions, 
malingering, antisocial behaviour, bereavement, occupational problem, identity problem, 
problems related to abuse or neglect, pain disorders and deDrium. 

35 
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The Invention also rebtes to a phamiaoeutical composition as described above wherein 
pipamperon is provided in a unftaiy dose of between 5 and 15 mg of the active Ingredient 
and wherein said serotonin/dopamine antagorust compound is serttndote, preferably 
provided in a unitary dose of between 12 and 24 mg of the active ingredient. 

5 

The invention also relates to a pliarmaceutioal composition as described above wherein 
pipamperon is provided in a unitaiy dose of between 5 and 15 mg of the active tngredtent 
and wherein said serotonin/dopamine antagonist compound is paiiperidone; preferably 
provided in a unitary dose of between 3 and 15 mg of the active ingredient 

10 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon Is provided in a unitary dose of between 5 and 1 5 mg of the active ingredient 
and wherein said serotonin/dopamine antagonist compound Is asenapine, preferably 
provided in a unitary dose of between 2.5 and 20 mg of the active ingredient 

IS 

85: combination therapy with a selective SDRI compound 

The mental disorders which can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 recerAor, for insbnce pipamperon, In a combination flierapy 
with a selective serotonin and dopamine rsHJptake inhlfaStor (SDRI) compound, are chosen 

20 from the group of diseases or disorders consisting of mood disorders, anxiety disorders^ 
eating disorders, premenstrual syndrome, somatoibnm dieordm (excludaig pain 
disorders), factitious disorders, dissodative disorders, sleep disorders, adjustment 
disorders, Impulse control disorders, substance-related disorders, personality disorders, 
antisodal behaviour, t>ereavenf»nt. occupational problem, probl^s related to abuse or 

25 neglect pain disorders, delirium, Alzheimer Disease, substance-related persisting 
dementia, vascular dementia, dementia due to HIV disease, dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, demeniia due to Creutzfeldt-Jacob Disease, amnestic 
disorders due to a general medical condition, substanoe^nduoed persisting amnestic 

30 disorder, mild cognitive Unpairmeitt disorder and other cognitive disorders. 

The present Invention thus relates to tiie use of pipamperon or a rriiarmaceutically 
acceptable salt thereof for the preparation of a me<ficament for treating the underi^g 
emotion dysreguiatlon of a non-cognitive mental disease or disorder selected from tlie 
35 group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 
disorders, premenstrual syndrome, somatofram disord^s (exdud&ig pabi dteorders). 
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factitioi3 dlsord^, dissociafive disorders, sleep disorders, adfustment disorders, impulse 
control disorders, substance-related discmlers, personality disorders, antisocial behaviour, 
bereavement, occupational problem and problems related to abuse or neglect, 
characterized in that pipamperon or satd phamiaceuticail/ acceptable salt thereof is 
5 administered simultaneously with, sep^te from or prior to the administration of a 
selective serotonin and dopamine reuptalcelniiibitor (SDRI) compound to augment the 
therapeutic effect or to provide a faster onset of the therapeutio effect of said selective 
serotonin and dopamine reuptake inhibitor (SDRI) compound, further cheracterized in that 
pipamperon is to be administered to a patient in a daily dose rangirtg betuveen 5 and 15 
10 mg of the active ing^dient. 

The present invention thus relates to the use. of pipamperon or a pharmaceuticaliy 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregubtion of pain disorders, characterized in that pipamperon or said 

IS pharmaceuticaliy acceptable salt thereof is admirdstered simuttaneoudy with, separate 
from or prior to the administration of a selective serotonin and dopamine reuptal® inhit^tor 
(SDRI) compound to augment the therapeutic effect or to provide a faster onset of the 
therapeutic effect of said selective serotonin and dopamine reuptake inhibitor (SDRI) 
compound further characterized in that pipamperon Is to be administered to a patient in a 

20 daily dose ranging bdween 5 and 1 5 mg of the active ingredient 

The present invention flius relates to the use of pipamperon or a pharmaceuticaliy 
acceptable salt thereof for the preparaOon of a medicament for treating the underlying 
emotion dysregulation of a cognitive mental disease or disorder selected from the group 

25 of diseases and disorders consisting of delirium^ Alzheimer Disease, substence-related 
persisting dementia, vascular dementia, dementia due to IHIV disease, dementia due to 
head trauma, dementia due to Parkinson Disease, dementia due to Huntington Disease, 
dementia due to Pick Disease, demenila due to Oeutzfeldt-Jarob l^sease, amnestic 
disorders due to a gen^l medical condition, substonce-anduoed persisting amnestic 

30 disorder, mild cognitive impaimien^ disorder and other cognitive disorders^ charadierized 
in that pipamperon or said pharmaceuticaliy acceptable salt therecrf is administered 
simultaneously with, separate . from or prior to the administration of a selecBve serotonin 
and dopamine reuptake inhibitor (SDRI) compound to augment the tiierapeuUc efiiect or to 
provide a faster onset of the therapeutic effect of sakf selecBve s^folonin and dopamine 

35 rei^teke inhibitor (SDRI) compound, further ciiaracterized in that pipamperon is to be 
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administered to a patient in a dally dose ranging t>etW6en 5 and 15 mg of the active 
ingredient 



According to a preferred embodiment, the invention relates to tlie uses as described 
5 above, wherein said selective serotonin and dopamine reuptake Inhibitor (SDRi) 
compound Is bazlnaprrie, or a pro-drug or an active metabolite therectf. or a 
pharmaceutically acceptable salttherecrf. 



The invention also relates to a phamnaceuGcai composition comprising (a) pipamperon» 
10 and (b) a selective serotonin and dopamine reuptake Inhibitor (SDRI) compound, 
preferably bazinaprine or a pro-drug or an active metabolite thereof, or a pharmaceutteally 
acceptable salt thereof, as a combined preparation for simuItaneoiB, sepa^te or 
sequential use for treating the underlying emotion dysregulation of mental disease or 
disorder v/hteh is chosen from the group consisting of mood disorders, anxte^ disortlers, 
15 eating disorders, premenstrual syndrx}me, somatoform disorders (excluding pain 
disorders), factitious disorders^ dissociative disorders, sleep disorders, adjustment 
disorders, impulse control disorders, substance-related disorders, personality disorders, 
antisocial behaviour, bereavement, occupational problem, problems related to abuse or 
neglect pain disorders, delMum, Alzheimer Disease, substance^lated persisting 
20 dementia, vascular dementia, dementia due to HIV disease, dementia due to head 
trauma, dementia due to Parkinson Disease, dementia due 1o Huntington Disease, 
dementia due to Pick Disease, dementia due to CretdzfeldtJacob Disease, amnestic 
disorders due to a general medical condition* substance-Induced persisting amnestic 
disorder, mild cc^nitive impairment disorder and otiier cogrtitive discrders. 

25 

86; combination therapy with a second messenger beta agonist compound 
The mental disorders which can be treated using compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for instarx:e pipamperorx in a combination tiierapy 
with a second messenger beta agonist compound, are chosen from the group of diseases 

30 or disorders consisting of mood disorders, anxiety disorders, eating disorders, 
premenstrual syndrome, somatoform disorders (excluding pain disorders), fiactttious 
disorders, dissociative disorders, sexual and gender identity disorders, ^leep disorders^ 
adjustment disorders, impulse control disorders, substance-related dteorders, personality 
disorders, bereavement, occupational problem, problems related to abuse or neglect and 

35 pabi disorders. 
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The present invention thus relates to the use of pipamperon or a phamnaoeutically 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of a non-cognrtive mentat disease or disorder selected fhDm the 
group of diseases and disorders consisting of wood disorders, an)dety disorders, eating 
S disorders, premenstrual syndrome, somatofonn disorders (excluding pain disorders), 
facGfious disorders, dissociative disorders, sexual and gender identity disorders, sleep 
disorders, adjustment disorders, impulse confroi disorders, substance-related disorders, 
personaDty disorders^ bereavement, oocupationai problem and problems related to abuse 
or ne^ect, characterized in that pipamperon or said phajmaceuHcallly acceptable salt 
10 thereof is administered simultaneously with, separate firom or prior to the admlnisiration of 
a second messenger beta agonist compound to augment the therapeutic effect or to 
provide a faster onset of the therapeutic effect of said second messenger beta agonist 
compound, further characterized in that plpamp^on is to be administsred to a patient in a 
dally dose ranging between 5 and 15 mg of the active ingredient 

15 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt tfnereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of pain disorders, characterized fn that pipamperon or said 
pharmaceutically acceptable saK thereof is administered simuHaneou^ with, separate 
20 from or prior to the administration of a second messeng^ beta agonist compound to 
augment the therapeutic e^ct or to provide a fester onset of the therapeutic effect of said 
second messenger beta agonist omipound, further characferfzed in that pipamperon is to 
be administered to a patient in a daily dose ranging between 5 and 16 ntg of the. active 
ingredient 

25 

According to a prefen^ embodiment, ttie Invention relates to the uses as described 
above, wherein said second messenger beta agonist compound Is chosen from the group 
consisting of SR 57227, rolipram and epiivanserin, or a prodrug or an active metabolite 
thereof, or a phamnaceuflcally acceptable salt thereof. More preferably, said second 
30 messeng©- beta agonist compound is rolipram and is to be adminlsteied In a dally dose 
ranging between 1 .5 and 3 mg of the active ingredient. 

The invention also relates to a phamnaceuiical composition comprislr^g (a) pipamperon, 
and (b) a second messenger beta agonist compound, preferably chosen from the group 
35 consisting of SR 57227, roDpram and epihranserin or a pro-drug or an active metaix)Dte 
thereof, or a phamnaceuticaliy acceptable salt thereof, as a combined preparation for 
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simultaneous, separ^e orsequertial use for treating the underlying emotion dysregulaton 
of a mental disease or disorder which fs chosen firom the group consisting of mood 
disorders, anxie^ disorders^ eaflng disorders, premenstrual syndrmie» somatoform 
disorders (excluding pain disorders), factRtous disorders, dissociative disorders, sexual 
5 and gender identity disorders, sleep disord^. acQustment disorders, impulse control 
disorders, substance-iBlated disorders, personality disorders, bereavement, occupational 
problem, problems related to abuse or neglect and pain disorders. 

The invention also relates to a pharmaoeuHcal composition as described above wherein 
10 pipamperon is provided in a unitary dose of between 5 and 15 mg of the active ingredfent 
and wherein satd second messenger beta agonist compound Is rolipram, preferably 
provided in a unitary dose of between 1.5 and 3 mg of the active ingredient 

87: combination therapy with a secretin pancreatic hormone 

IS The mental disorders which can be treated using compounds having a high selecftve 
afSnNy for the 5-HT2A and D4 receptor, for distance pipamperom In a combination tfier^py 
vioth a secretin pandreaSc hormone^ are chosen from the group of diseases or disorders 
consisting of anxiety disorders; p^chotic disorders, somatoform disordm* (excluding pain 
disorders), factitious disorders, dissociative disorders, sleep disord^, ad^stment 

20 disorders, impulse control disorders, pen^asive development disorders, disruptive 
behaviour disorders, substance^rolated disoniOT, personaiity disonJers, psychological 
factors affecting medical conditions, malingering, antisocial behaviour, bereav^ent, 
occupational problem, identity problem, -problons related to abuse or neglect, pain 
disorders and delirium 

25 

The present invention thus rBlatas to the use of pipamperon or a pharniaceuticaVy 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregidaflon of a norvcognKlve mental disease or disorder selected from the 
group of diseases and disorders consisting of anxiety disorders, psychotic disorders, 

30 somatoform disorders (excluding pain disorders), factitious disordes^ dissobl^lve 
disorders, sleep disorders, adjustnent disordeis, impulse control disorders, pervasive 
development disorders, disruptive behaviour disorders, sub^nce^elated disord^s, . . 
personafrty disorders, psychological fectors affecting medical conditions, malingering, 
antisocial behaviour, bereavement, occupational problem, id^ifity problem and problems 

35 related to abuse or neglect, characterized in that pipamperon or said pharmaceutlcally 
acceptable salt titereof Is administered simultaneously wfth, separate from or prior to the . 
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administration of a secretin pancreafio honmond to augment the therapeutic effect or to 
provide a faster onset of the therapeutic effect of safd secrefin pancreatic homnone, further 
charactalzed in ttiat pipanq>eron fs to be administered to a patient in a daily dose ranging 
between 5 and 15 mg of the active IngredlenL 

5 

The present Invention thus relates to the use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the prep^tJon of a medicament for treating the underlying 
emotion dysregu^tion of pain disordered characterized in that pipamperon or said 
phamnaceutically acceptable salt thereof is administered sImulianeousSy with» separate 
10 from or pifor to the administration of a secreth pancreatic honmone to augment the 
therapeutic effect or to provide a faster ons^ of the therapeutic effect of said secretin 
pancreafio horrrior^, ftfffher characterized fn fliat pipamperon Is to be admlnlstsred to a 
patient in a daiV doee ranging between 5 and 15 mg of the active Ingredient. 

15 The present Invention thus relates to the use of pipamperon or a p^rmaceutlcally 
acceptable salt thereof for the {reparation of a medicament for treating the underlying 
emofion dysregulation of a cognlfive mental disease or disorder wMch is deHrium, 
characterted in that p^mperon or said pharmaoeutically acceptable salt thereof 1$ 
administered simultaneously with, separate from or prior to the administration of a seoetin 

20 pancreatic honncme to augment the flierapeiftlc efbct or to provide a faster onset of the 
therapeutic effect of said secretin pancreatic iiormone, flnlher characterized in that 
» pipamperon is to be administered to a patient In a daily dose ranging between 5 and 15 
'^"mg of the active ingredient 

25 According to a prefened embodiment, the invention relates to the uses as described 
above, wherein said secretin pammaUc hormone Is RG1088 or a pro-drug or an active 
metabolite thereof, or a pharmaceUUcaliy acceptable salt thereof. 

The invention also relates to a pharmaceutJcal conposition comprislr^ (a) pipamperon, 
30 and (b) a secretin pancreatic tiormone, preferably RG1068, or a pro-drug or an active 
metabolite thereof, or a pharmaceuticaity acceptable salt thereof, as a combined 
preparation for simultaneous, separate or sequential use for freatirg the underlying 
emotion dysregulation of a mental disease or disorder vAUch chosen from the group 
consisting of anxiety disorders, psychotic disorders, somatofomn disorders (excluding patn 
35 disoiders). factitious dteorder^ dissodative disorders, sleep disorders, adjustment 
disonlere, impulse control cfeordeis, penraslve development disorders, dlsrtjpHve 
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behaviour disoiders, substance-related disorders, personality disordejs» psychological 
Actors affecting medical condffions, mallngsring, anfisocial behaviour, bereavement, 
occupational problem, Identity problem, problmis related to abuse or neglect, pain 
disorders and delirium. 

5 

88: combination therapy with a stgma receptor ag onist compound 
The mental disorders which can be treated us!ng compounds having a high selecfive 
affinity for the 5-HT2A and D4 receptor, for Instance plpamperor% in a combinafion therapy 
with a sIgma receptor agonist compound, are chosen from the group of diseases or 

10 disorders consisflng of mood disorders, anxiety disorders, eating disordm, premenstrual 
syndrome, somatoform cfisorders (excluding pain disorders), fiacUSous disorders, 
dissodative disorders, sexual and gender Identity aisorders/sleep disorders* acfluslment 
disorders, impulse conirol dlsonJers, atlerrtlonHleficit dlsord«s, personality disorders, 
bereavement, occupational problem, problems related to abuse or neglect and pain 

IS disorders. 

The present invention thus relates to the use of pipamperon or a pharniaceuHcally 
acceptable saK thereof for the preparation of a medicament for treating the underiying 
emotion dysregulatlon of a non-cognillve mental disease or disorder selected from the 

20 group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 
disorders, premenstrual syndrome, somatoform disorders (excluding pain disorders). 
factiSous disorders, dissociativB disorders, sexual and genda- tdentrty disorders, sleep 
disorders, adjustment disorders, impulse^ntol disorders, .attenflonrdefidt disorders, 
substance-related disorders, personality disorders, bereavement, oocx^ational problem 

25 and problems related to abuse or neglect, characterized In that pipamperon or said 
phamiaceutlcally acceptable salt thereof is adminlsterod simuRaneously with, separate 
from or prior to the administration of a Sigma receptor agonist compound to augment the 
therapeutic effect or to provide a faster onset of the therapeiflte effect of said sigma 
receptor agonist compound, further characterized in that pipamperon is to be administered 

30 to a patient in a daily dose ranging between 5 and 15 mg of the active Ingredient 

The present Invention thus relates to the use of pipamperon or a pharmaceuHcaHy 
acceptable salt fheretf for the preparation of a medlcameri for treating the underlying 
emotion dysregulafion of pain disorders, characterized in that pipamperon or said 
35 pharoiaceuHcany acceptable salt thereof is admlrnstered simultaneously with, separate 
from or prior to the adminislratlon of a sIgma receptor agonist compound to augmert the 
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therapeutic effect or to provide a faster onset of the therapeutic effect of said slgma 
receptor agonist compound, further characterized in that pipamperon is to be adminisfered 
to a patient in a daily dose ranging bdween 5 and 15 mg of ttie active ingredient 

5 According to a preferred enribodimert, the invention relates to the uses as described 
above, wheiBin said slgma receptor agonist compound is VPI-013 (also known as OPC- 
14523) or PRX-00023. preferably VPI-013 (also known as 0PO14523), or a pro-drug or 
an active metabolite thereof, or a pharmaceuQcally acceptable salt thereof. 

10 The invention also relates to a pharmaceutical compositton comprising (a) (ripamperon, 
and (b) a sigma reoef^r agonist compound, preferably VPI-013 (also known as OPO- 
14523) <w PRX-00023, preferably VPI-013 (also known as OPC-14523), or a pro-drug or 
an acBve metabolite thereof, or a phanmaceuUcall/ acceptable salt thereof, as a combined 
' prepaiafion for simultaneous, separate or sequential use for treating the underlying 

15 emotion deregulation of a mental disease or disorder which is chosen from the group 
consisting of mood disorders, anxiety cfisorders, eating disorders, premenstrual ^drome, 
somatoform disorders (excluding pain disorders^ factitious disorders, dissociative 
disonlera, sexual and gender identity disorders, sleep disorders. acQus&nent disordere. 
Impose oonlrol disorders, attentlon-defldl disorders, personality disordere, bereavement. 

20 occupational problem, problems related to abuse or neglect and pain disorders. 

89: comblnafiontiieraDV wIBi a ^oma receptor antagonist compound 

The menial disadere wWch can be treated using compounds having a high selecGve 

affinity for the 5-HT2A and D4 receptor, for instance plpamperor\ in a combination therapy 

25 w»h a Sigma receptor antagonist compound, are chosen from the group of diseases or 
disordere consisting of mood dlsordeis. anxiety disorders, psychotic disorders, eating 
disofdere, premenstixial syndrome, somatoform disordere (excluding pain disordere), 
factitious disorders, dissociative disorders, sexual and gender idenOly dlsonJere, sleep 
disordere, adjustment disordere. impulse control disordere, pewasive development 

30 disordere, disruptive behaviour disorders, substance-related disordere, peraonaiity 
disoidere. bereavement, occupational problern, problems related to abuse or neglect pain 
disordere and delirium. ■ • 

The present invention thus relates to the use of pipamperon or a pharmaoeuticaHy 
35 acceptable salt thereof for the preparation of a medtoamert for treating the underlying 
emotion dysregulaUon of a non-cognitive mental disease or disorder selected from the 
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group of diseases and disorders consisting of mood disorders, anxiety disorders^ 
psychoflc disorders, eating disorders, premenstrual syndrome, somatoform disorders 
(excluding pain disorders), facfitlous disorders, dissociative disorders, sexual and gender 
identity disorders, sleep disorders, adjustment disorders, impulse control disorders, 
5 pervasive development disorders, disruptive behaviour disorders, substance-related 
disorders, p^onallty disorders, bereavement occupational problem and problems 
related to abuse or neglect,, characterized in that pipamperon or said pharmaoeutically 
acceptable salt thereof Is administered simultaneously with, separate from or prior to the 
adrnfrdstration of a sIgma receptor antagonist compound to au^ent the therapeutic effect 
10 or to provide a faster onset of flie therapeutic effect of said sigma receptor antagonist 
comf>ound, further characterized in that pipamperon is to be administered to a patient In a 
daily dose ranging between 5 and 15 mg of the active ingredient 

The present invention thus relates to the use of pipamperon or a pharmaceuticaily 
IS acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysreguiation of pain disorders, characterized in tfiat pipamperon or said 
pharmaceirtically acceptable salt thereof is administered simultaneously with, separate 
from or prtor to the admlnlslratlon of a sIgma receptor antagonist compound to augment 
the therapeufic effedt or to provide a faster onset of the therapeutic effect of said sfgma 
20 receptor antagonist compound, fiiither characterized In that pipamperon Is to be 
administered to a patient in a dally dose ranging t^efween 5 and 15 mg of ttie active 
ingredient 

The present invention thus relates to the use of pipamperon or a pharmaoeutically 
25 acceptable salt thereof for the preparation of a medicament for treating the underiying 
emotion dysreguiation of a cognitive mentaD disease or disorder which is del2rfumi 
characterized in that pipamperon or said pharmaceuticaily acceptable salt thereof Is 
administered simultaneously with, separate from or prior to the administration of a sIgma 
receptor antagonist compound to augment the therapeutic effect or to provide a fester 
30 onset of the therapeutic effect of said sigma receptor antagoni^ compound, further 
cliaracterized in that pipamperon Is to be administered to a patient in a daily dose ranging 
between 5 and 15 mg of the active ingredient 

According to a preferred enribodiment, the invention relates to the uses as described 
35 above, wherein said sIgma receptor antagonist compound is chosen from the group 
consistir^ of SR 31742 and EMO 68843, or a pro-drug or an active metabolite thereof, or 
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a pharmaceufically acceptable salt thereof. More preferably, said sIgma receptor 
antegonbt compound is EMD 68843 and is to be administeied In a daily dose ranging 
between 5 md 40 mg of the active ingredient 

5 The invenfion also relates to a piiarmaoeufical composition comprising (a) pipamperon, 
and (b) a sigma receptor antogonist compoimd, preferably chosen from the group 
consisting of SR 31742 and EMD 68843, or a pnxlnjg or an acBve metabolite thereof, or 
a pharmaceutically acceptable salt thereofp as a combined preparation for simultaneous, 
separate or sequential use for treating the underiying emotion dysreguiatbn of a mental 

10 disease or disorder which is diosen from tiie group consisting mood disorders, anxiely 
disoiders, psychotic disorders, eating disorders, premenstrual syndrome, somatofomi 
disorders (exduding pain disorders), factitious disorders^ dissociative disorders, sexual 
and gender identity disorders, sleep dlsord^, adjustment disorders, impulse control 
disorders, pervasive develoj^nent disorders, disruptive behaviour disorders, substance- 

15 related disorders, personality disorders, bereavement, occupational problem, problems 
related to abuse or neglect, pain disorders and d^rlum. 

The invention also relates to a pharmaceutical composition as descra>ed above wherein 
pipamperon Is provided In a unitary dose of between 5 and 15 mg of the active ingredient 
20 and wherein said sigma receptor antagonist compound Is EMD 68843, preferably 
' provided In a unitary dose of t>etween 5 arxl 40 mg of the active ingredient 

90! combination theraovwitti a selective SNDRI compound 

The mental disorders which can be treated using compounds having a high selective 
25 affinity for the 5-HT2A and 134 receptor, for instance pipamperon^ In a combination therapy 
wiOi a selective serotonin, nor-adrenallne and dopamine re-uptake inhibitor (SNDRI) 
compound, are chosen from the group of diseases or disorders consisting of mood 
disorders, anxiety disorders, eating disorders, premenstrual syndrome, somatofbmn 
disorders (excluding pain disorders), factitious disorders, dissociative disorders, steep 
30 disorders, adjustment disorders, impulse control disorders, attenfion-defidt disordeis, 
substonoe-related disorders, persmalil^ disorders, antisocial behaviour, bereavmient 
occupational problem, problems related to abuse or neglect, pain dIscMrders, delirium, 
/Ozhelmer Disease^ substance-related persisting dementia, vascular dementia, dementia 
due to HIV disease, dementia due to head trauma, dementia due to Parkinson Disease, 
35 dementia due to Huntington Disease, demerttia due to Pick Disease, dementia due to 
Creutzfeldt-Jaoob Disease, amnestic disordm due to a general medical condition. 
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substance-induced persisting amnestic disorder, mild cognrtive impaimient disord^ and 
other cognitive dis(»tlers. 

The present invention thus relates to ttie use of pipamperon or a phanmaceutically 
acceptable salt thereof for the preparation of a medicament for treating the urKlerlying 
emotion dysrsgulation of a non-cognitive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders* anxiety disorders, eabng 
disorders, premenstrual syndrome, somatofiOTn disorders (excluding pain disorders), 
fecfitious disorders, dissociaflve dteorders^ sleep disorders, adjustment disorders, impulse 
contfol disordets. attenUon-deficit disonlers, substance^Iated disorders, personality 
disorders, antisocial behaviour, bereavement, occupational problem and problems related 
to abuse or negjled, diaracterized In that pipamperon or said phamnaceuHcafly acceptable 
salt thereof Is administered simultaneously separate from or prior to the 

administration of a selective serotonin, nor-adrenaline and dopamine re-uptake inhibitor 
(SNDRI) compound to augment the therapeutic effect or to provide a faster onset of the 
therapeuSo effect of said selective serotonin, nor-adrenaline and dopamine re-uptake 
inhibitor (SNDRI) compound, further characterized In that pipamperon is to be 
administered to d patient in a daily dose ranging between 5 and IS mg of the active 
ingredient 

The present invention thus relates to ttte use of pipamperon or a phannaoeutically 
acceptable salt thereof for the prepsa^on of a medicament fw treating the underiying 
emoflon dysregulation of pain disorders, characterized in th^ pipamperon or said 
pharmaceutioally acceptable salt thereof is administered simuitaneousiy with* separate 
from or prior to the administration of a selecBve serotonin, nor-adrenaBne and dopamine 
re-uptake Inhibitor (SNDRI) compound to augment the therapeultc effect or to provide a 
fester onset of the therapeutic effect of said selective serotonin, nor-adrenafine and 
dopamine re-uptake Inhibitor (SNDW) compound, further characterized in that 
pipamperon is to be administered to a patient in a daily dose ranging betw/een 5 and 15 
mg of the active Ingredient 

The present Invention thus relates to ttie use of pipamperon or a pharmaoeutically 
acceptable salt thereof for the preparation of a medicament for treatir^ the underiying 
emotion dysregulation of a cognffive mental disease or disorder selected from the group 
of diseases and disorders corislsting of delirium^ Alzheimer Dise^, substanoe-related 
persisting dementia, vascular dementia, dementia due to HIV disease, dementia due to 
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head trauma, dementia due to Parkinson Disease, dementia due to Hunfington Disease, 
dementia due to Pick Disease, dementia due to CreutzfeldWacob Disease, amnestic 
disorders due to a general medical condition, substance-induced persisting amnestic 
disorder, mild cognitive impairmert disorder and other cognitive disorders^ characterized 

S in that pipamperon or said pharmaceuUcally acceptatrie salt thereof is administered 
simuttaneousiy with, separate from or prior to the administration of a selective seratonbi, 
nor-adrenaOne and dopamine re-uptake inhibitor (8NDRI) compound to augment the 
therapeidc effect or to provide a fasl^ onset of the therapeutic effect of said selective 
serotonin, nor-adrenailie and dopamine re-uptake inhibitor (SNDRI) compound, farther 

10 characterized in that pipamperon Is to be admintstered to a patient in a daily dose ranging 
between 5 and 15 mg of the active ingredient. 

According to a preferred embodimenl, the Invention relates to the uses as described 
above, wherein said selective serotonin, rwr-adrenaOne and dopamine re-uptake inhibitor 
15 (SNDRI) compound is selected from the group consisting of IMS 2330; Mcl^ll 5652; DOV 
216,303 and DOV 21,947; more prelaraWy NS 2330 or DOV 216,303; or a pro-drug or an 
active metabolite thereof; or a phamiaceuticaily acceptable sit thereof. 

The invention also relates to a pharmaceuficai composition comprising (a) pipamp&on, 

20 and (b) a selective serotonbi, nor-adrenallne and dopamine re-uptake intiibitor (SNDRI) 
compound preferably selected from the group consisting of NS 2330; McN 5652; DOV 
216,303 and DOV 21 .947, more preferably NS 2330 or DOV 216,303, or a pro<lrug or an 
. acQve metabolite thereof, or a phannaceutlcally acceptable salt thereof, as a combined 
preparation for simultaneous, separate or sequential use for treatlr^) the underlying 

25 emotion dysregulaOon of mental disease or disorder which is chosen from the group 
consisting of mood disorders, anxiety disorders, eating disorders, premenstrual syndrome, 
somatoform disorders (excluding pain dIsordersX fecUtlous disorders, dissociative 
disorders, sleep disorders, adjustment disorders, impulse control disorders, attention- 
deficit disorders, substance^related disorders,-personalHy disorders, anifsocial beha^dour, 

30 bereavement, occupational probtem. problems related to abuse or negted; pain disorders, 
delirium, Alzheimer Disease, substance-related persisting dementia, vascular dementia, 
dementia due to HIV disease, dementia due to head trauma, dementia due to .Parkinson 
Dteease, dementia due to Huntington Dteease, demenfia due to Pick Disease, dementia 
due to CreutzfeldtJacob Disease, amnestic disorders due to a general medical condition, 

35 substance-induced persisting amnestic disorder, miki cognitive impauhment disorder and 
other cognitive disorders. 
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91 : combination therapy with a setective SNRI compound 

The mental disoiders which can t>e treated using compounds having a high selective 
afRni^ for the 5-HT2A and D4 receptor, lor instance pipamperor^ in a combination tterapy 
5 with a selective serotonin and nor-adrenalne re-uptal(e inhiblor <SNRI) compoun4 aiB 
chosen from the group of diseases or disorders consisting of mood disorders, anxiety 
disorders, eating disorders, premenstojal syndrome, somatofomi disorders (excluding 
pain disorders), factittous disorders, dissociative disorders, sleep disorders, adjustment 
disorders. Impulse control disorders, attentiorKleficit disorders, substanc&felated 
10 disorders, personality disorders, antisocial behaviour, bereavement occupational 
problem, problems rdated to abuse or neglect and pain disorders. 

The present invention thus relates to fhe use of pipamperon or a pharmaoeutioally 
acceptable salt thereof for the preparation of a medicament for treating the underlying 

15 emotion dysregulatlon of a norvcognrtive mental disease or disorder selected from the 
group of diseases arKJ disorders consisting of mood disorders, anxiety disorders, eating 
disorders, premenstrual syndrome, somatoform disorders (excludhg pain disorders), 
fiactiBous disorders, dissociafive disorders^ sleep disorders, adiustment disorders, impulse 
control disorders, atfenfiorvdefldt disorders, subslance-reiated disorders, persondl^ 

20 disorders, aniHsocial behaviour, bereavement, oo^ational problem and problems related 
to abuse or negiect, characterized in that i^pamperon or said phdmiaoeutically acceptat^e 
satt thereof is administered simuKaneousiy with, separate from or prior to the 
administration of a selective serotonin and nor-adrenaline re-uptake inhiblor (SNRI) 
compound to augment the therapeidlc effect or to provide a fSaster onset of the therapeutic 

25 effect of eaid seledh/e serotonin and nor-adrenaline re-uptake inhiblor (8NRI) compound, 
ftirther characterized in that pipamperon is to be administered to a patient in a dally dose 
ranging t)6tMreen 5 and 15 mg of the active IngredienL 

The present invention thus relates to the use of pipamperon or a pharmaoeutioally 
30 acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulatron of pain disorders^ chaiactertzed in that pipamperon or said 
phamnaceuBcally acceptable salt thereof is admbiisteied simultaneously with, separate 
from or prior to the admirdstration of a selective serotonin and nor-adrenaline re-upfake 
inhibitor (SNRI) compound to augment the therapeutic efEed or to pro^de a faster ons^ 
35 of the therapeutic effect of said selective serotonin and nor-adrenalne re-uptake inhibitor 
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(SNRi) compound, further diaracierized in that pfpamperon Is to be administered to a 
patfsnt in a daify dose ranging between 5 and 15 mg of the active ingredient 

According to a preferred embodiment^ the invention relates to the uses as described 
5 above, wherein said selective serotonin and nor*adrenaline re-uptake Inhibitor (SNRf) 
compound Is selected from the group consrsiing of venlafiaxine, tomoxetine, tandanrtine, 
talsupram^ talopram, neteodone, milnacipran, LY 113.821, dutoxetlrie, desvenlafaxine 
and amoxapine, or a pro-drug or an active metabolite thereof, or a phanmaceuficaily 
acceptable salt thereof. Even mora prsfsrably, said selective serotonin and nor-ad^enafine 

10 re-uptake inhibitor (SNRI) compound Is chosen from the group consisting of venlalaxirie, 
tomoxetine, irulnaclpran. duloxeVne and desvenlafaxine, or a pro-dn^ or an active 
metabolite thereof, br a pharmaceutical/ acceptable salt thereof. Mora preferably, said 
selective serotonin and nor-adrer^fine re-uptake inhibitor (SNRI) compound is venlafaxine 
and Is to be adminislBred in a daily dose ranging between 75 and 300 mg of the active 

15 Ir^redient IViore preferably, said selecSve serotonin and nor-adrenaltne re-uptake irihibStor 
(SNRI) compound is tomoxefine and is to be administered in a daily dose ranging 
betwem 0.475 and 3.8 mg/kg of the adve ingredient More preferably, saM selective 
serotonin and nor-^drenaline re-uptake Inhibitor (SNRI) compound Is ntitnadpran and Is to 
be administered in a dally dose ranging between 50 and 200 mg of the active ingredient 

20 i^re preferably, said selective serotonin and otor-adrenaline re-uptake inhibitor (SNRI) 
compound fs duloxetine and is to be administered in a daily dose ranging between 40 and 
60 mg of the active ingredient 

• * 
The invention also relates to a pharmaoeutteai composWon comprisbig (a) pipamperon, 

25 and (b) a selecBve serotontn and nor-adrenaline re-uptake InhlbBor (SNRI) compound, 
preferably selected from the group consisting of venlafaxine^ fomosceSne, ftandamlne. 
talsupnEim, talopram, nefazodone, milnadpran. LY 113.821, dutoxetlne, desveniafiaxine 
and amoxapine, or a pro-drug or an active metabolite thereof, or a phanttaceuOcally 
acceptable salt thereof, as a combined preparation for simuttaneois, separate or 

30 sequential use tor treating the undertylr^ emotion dysregulation of mental disea^ or 
disorder which Is chosen from the group oorisisting of mood disorders, anxiety disorders, 
eating disorders, premenstrual syndrome, somatoform disorders (mcludoig pain 
disorders), lisu^ous disorders, dlssodative disorders, sleep disord&s, adjustment 
disorders, impulse control disorders, attention-deficit disorders, siAsteiRceHrelated 

35 disorders, personality disorders, antisocial behaviourp bereavement, occupational 
problem, problems related to abuse or neglect wnd pain disorders. 
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The invention also relates to a phantiaoeutioal composrtion as described above wherein 
pipamparon is provided in a unitaiy dose of betvi^een 5 and 15 mg of the active ingredbnt 
and whereh said selective serotonin and nor-^drenaEne re*uptake inhibitor (SNRI) 
5 compound Is venlaiiaxine, preferably provided in a unitary dose of between betvueen 75 
and 300 mg of the active ingredient 

The Invention also relates to a pharmaceutical composition as described above wherein 
pfpamperon Is provided in a urrifaiy dose of between 5 and 15 mg of the ac^e Ingredient 
10 and wherein said selective serotonin and nor-adrenaDne reuptake inhibitor (SNRI) 
compound Is tomoxetine, preferably provided in a unitary dose of between 0,475 and 3.8 
' mg/kg of the active ingredient 

The invention also relates to a phamnaoeutical composrtion as described at>ove wherein 
IS pipamperon is provided In a unitary dose of between 5 and 1 5 mg of the active ingredient 
and v^erein said selective serotonin and nor-adrenaline re-uplake inhibitor (SNRI) 
compound is miinadprar^ preferably provided In a unitary dose of between 50 and 200 mg 
of tfie active ingrecHert 

20 The invention also relates to a ptermaoeutical oomposition as described above wherein 
pipampercm is proWded in a unitaiy dose of between 5 and 15 mg of the active Ingredient 
and wherebi said selecfive serotonin and nor^drenaBne re-uptake inliibitor (SNRI) 
compound Is dutoxeOne, prefierably provkied in a unitary dose of between 40 and 60 mg of 
the active IngrediehL 

25 

92: combinatbn therapy with a selective serotonin re-uptake inhibitor (SSf^) compourTd 
The mental disorders which can be treated using compounds having a high selective 
affinity for tt\e 5'HT2A and D4 receiSor, for instance pipamperor\, in a combination tfierapy 
with a selective serotordn re-uptoke inhibitor (SSRI) ccmipoufKi, are chosen from the 

30 group of diseases or disorders consisting of mood disorders, anxiety disorders, eating 
disorders, premenstrual syndrome, somatoform cSsorders (excludir^ pain disorders), 
facfiUoLS cfisordens, dissociative disorders^ sleep disorders, acQustment disorders, Impulse 
control disorders, substance-related disorders, personaiity disorders^ antlsodal beiiavk>ur, 
tiereavement. oocupatiOTal problem, problems related to abuse or neglect and pain 

35 disorders. 
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The present invention thus relates to the use of pipamperon or a phannaceuticdily 
acceptable salt thereof for the preparation of a medicamert for treating the underiying 
emotion dysregulation of a non-cognitive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disordere, anxiety disorders, eating 
5 disorders, premenstrual syndrome^ somatoform disorders (excluding pain disorders), 
factRious disorders, dissoclafive disorders^ sleep disorders, adjustment disorders, impulse 
control disorders, substance-related disorders, personality disorders^ antisodal beha^dour, 
bereavement, occupational problem and problems related to abuse or neglect, 
characterized In that pipampemn or said phannaceuticali/ acceptable salt thereof Is 
10 administered simultaneously with, separate from or prior to the admintetration of a 
selective serotonfn reniptake inhibitor (SSRI) compound to augment the therapeutic effect 
* or to provide a faster onset of the therapeUlc effect of said selective serotonin re-uptalce 
Inhibitor (SSRI) compound, further characterized in that pipamperen is to t>6 administered 
to a patient in a daily dose ranging bdween 5 and 15 mg of the active in^edient 

15 

The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable salt thereof for the preparation of a medicament for beating the underlying 
emotion dysregulation of pain disorders^ characterized in that pipamperen or said 
phanmaceutically acceptable salt thereof is administered simultaneous^ yNUh, separate 
20 from or prior to the administration of a selective serotonin re-uptake irthibitor (SSFU) 
compound tD augment the therapeoHc effect or to provide a faster onset of the therapeuSc 
effect of s^ selective serotonin re-uptalce Inhibitor (SSRI) cpmpoutul, funther 
characterized In that pipamperon is to be administered to a patlertt In a daily dose ranging 
between 5 and 15 mg of the active ingredient 

25 

According to a preferred embodiment, the invention relates to the uses as described 
above, wherein said selective serotonin re*uptal<e Inhibitor (SSRI) compound is selected 
from the group consistir^ of YM 992, VPI-013 (also known as OPC-14523), sertraline, 
paroxetine, LY 214.281, LU AA 21-004, Lu 35-138, litoxetlne^ ifoxetine, fluvoxamine 

30 (controlled release formulation), fluvoxamine, fluoxetine, femoxetine, esdtalopram, EMD 
68843, i^nodolhepine, citalopran% venlaiaxine, miinacipran, dulo^^tine^ ceridamine and 
ademethionhe (preferably s-adenosylmethionine), or a pro-drug or an active, metabolite 
thereof, or a pharmaceuQcaliy acceptable salt therecrf. Even more preferably, said 
selective serotonin reniptate inhibitor (SSRI) compound is chosen from the group 

35 consisting of IRoxetine, fluvo)»mine (controlled release formulation) and escitalopram, or a 
pro-drug or an active me^oBte thereof, or a pharmaceutically acceptable sail thereof. 
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More preferably, saki selective serotonin re-uptake inhibitor (SSRI) compound is 
fluvoxamlne (controlled release formulation) and is to be administered in a daily dose 
ranging between 100 and 300 mg of the active ingredient More preferably, said selective 
serotonin re-uptake inhibitor (SSRI) compound is escitalopram and is to be administered 
S in a daily dose ranging between 10 and 20 mg of the active ingredient Mora preferably, 
said selecfive serotonin re-uptake inhibitor (SSRI) compound Is dtalopram and is to be 
administered in a daily dose ranging between 10 and 40 mg of the acHve ingredient 

The invention also relates to a phanmaceutical composition comprising (a) pipamperon, 
10 and (b) a selective seretonih re-uptake Inhibitor (SSRI) compound, preferably selected 
from the group consisting of YM 992, VPI-013 (also known as OPC-14523), sertraline, 
parexetine» LY 214:281, LU AA 21-004, Lu 35-138, fitoxetine, ifoxetine, fluvoxamind 
(controlled release fonmulafion), fluvoxamlne, fluoxetine, femoxetine, escitalopram, EMD 
68843, cyanodothepine, citaloprami venlafaxine, mifnacipran, duloxetine, cericiamine and 
IS ademethionine (preferably s-adenosylmethionine), or a pro-drug or an active metabolite 
thereof, or a phamiaceuticaliy acceptable salt thereof, as a combined preparation for 
simultaneous, separate or sequential use for treating the underlying emotion dysregulation 
of mental disease or disorder which is chosen from the group consisting of mood 
disorders, anxie^ disorders^ eating dteordere. premenstrual syndrome, somafofbmd 
20 disoiders (excluding pain dfeorders), factitious disorders, dissociative disordere, sleep 
disorders, adjustment disordere, impulse control disorders^ substance-rdlated disordeis, 
pemnalKy disordeis, antisodsd behaviour, bereavement, occupstional problem, problems 
related to abuse or neglect and pain disorders. 

25 The Invention also relates to a phamiaceuOcal composition as described above wherein 
pipamperon is provided in a unitaiy dose of betuveen 5 and 1 6 mg of the active ingredient 
and wherein said selecfive serotonin re-uptake inhibitor (SSFU) compound is fluvoxamlne 
(controlled release fomnulation), preferably provided in a unHaiy dose of between between 
100 and 300 mg of the active ingredient 

30 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon Js provided In a 4jnitaiy dose of between 5 and 15 mg of ttie active ingredient 
and wherein said selective serotonin re-uptake inhibitor (SSRI) compound is escitalopram, 
preferably provided In a unitary dose of between 10 and 20 mg of the active ingrediert. 

35 
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The fnventfon also relates to a pharmaceutical composition as described above wherein 
plpamperon Is provided In a unitary dose of between 5 and 15 mg of the active ingredtent 
and wherein said selective serotonin re-uptake Inhibitor (SSRI) compound Is c^lopram, 
preferably piovided in a unitary dose of between 10 and 40 mg of the active ingredlert. 

5 

Citalopram or dtalopram hydrobromide Is a selective serotonin (&-hydroxytryptamine / 5- 
HT) re-uptalce InhibHor (SSRI) and Is the conventional name given for the impound of 
the fomiula (RS)-1-[3-(dimelhyIamlno)prDpyl^1-(p-flurophenyl)«i^ 
hydio-bromidd. According to an embodiment, a daily doses of active Ingredient of SSRI, 
10 preferably citalopram, ranges between 10 and 40 mg per day. Preferably, daily doses of 
ac^e ingredient rangir^ between 20 and 30 mg per day are administered. More 
preferably, a daily dose of 10, IS, 20, 25, 30, 35 or 40 mg per day is administered. 

Fluvoxarrine or fluvoxamine maleate Ouvox, fevarin) is a selective serotonin (5-HT) re- 
uptaice inhibitor (SSRO belonging to a newciieml<^l series, the 2-aminoe1hyl oxime ethers 
15 of arail<yllcetone& It is chemically unrelated to other SSRIs and clomipramina It is 
chemically designated as 6-methoxy^HtrffiuoromethyO valerophenone (E)-0-<2- 
aminoethyl) oxime maleate (1:1). 

Accoidtng to an embodiment, a daily dose of active ingredient of fluvoxamine in a 
controlled release mode ranges between 100 and 300 mg per day. Preferably, daily doses 
20 of active ingredient ranging between 150 and 200 mg per day are adminlsfered in a 
controlled release mode. More preferably, a daily dose of .100, 150, 200, 250 or 300 mg 
per day is administered by controlled release 

93: combination theraov with a substance P receptor fNKIl antagon ist compound 
25 The mental disorders which can be treated usfrig compounds having a high selecttve 
affinity for the 5-HT2A and D4 receptor, for instance [^amperor^ in a combination therapy 
with a siibstence P receptor (NK1) antagonist compound, are chosen from the group of 
diseases or disordeis consisting of mood disorders, anxie^ disorders, eating cfisorders, 
premenstrual syndrome, somatoform disorders (excluding pain disoiders), faditious 
30 disorders, dissociative cfisorders, s^oiar antf gender identity disorders, sleep disorders, 
adjustment disorders, impulse control disorders, substance-related disorders, personality 
disorders, bereavement, occupaflonal problem, problems related to abuse or neglect and 
pain disorders. 
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The present invention thus relates to the use of pipamperon or a pharmaceuticaify 
acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of a non-cognitive mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorders^ eating 
5 disorders, premenstrual syndrome, somatoform disord^ (excluding pain disorders), 
factitious disordm, dissociative disorders^ sexual and gend^ identity disorders, sleep 
dirarders, adjustment disorders, impulse control disorders, substance-related disorders, 
personality disorders, bereavement, occupational problem and problems related to abuse 
or neglect characterized in that pipamperon or said pharmaceutical^ acceptable salt 
10 thereof Is admlnisfered simultaneously wfth, separata from or prior to the administration of 
a substance P receptor (NK1) antagonist compound to augment the therapeutic effect or 
to provide a faster onset 5f the therapeutic effect of said subistance P receptor (NK1) 
antagonist compound, further characterized in that pipamperon is to be admir^ered to a 
patient in a daily dose rangir^ t>etween 5 and 15 mg of the active in^dtent. 

15 

The present invention thus relates to the use of pipamperon or a pharmaceuQcaily 
acceptable salt thereof for the preparation of a medicameni Ibr treating the underlying 
emotion dysregulation of pain» characterized in ttiat pipamperon or said pharmacetitically 
acceptable salt thereof is administered simuKaneously with, separate finom or prior to the 
20 administration of a substance P receptor (I^IKI) antagonist compound to augment the 
therapeutic effect or to provide a faster onset of the therapeutic effect of said substance P 
receptor (NK1) antagonist compound^ further charact^ed In that pipamperon is to be 
administered to a patient In a daily dose ranging between 5 and IS mg of the active 
Ingredient 

25 

According to a preferred embodiment, the invention relates to the uses as described 
above, wherein said substance P receptor (NK1) antagonist compound Is chosen from the 
group consisting of vestipltant TAK-637, R673, GW82329S, GW679769. GW597599, CP- 
122 J21 , aprepitant 823296 and 679769, or a pro-drug or an active metatK)iite thereof, or 
30 a pharmaceuticaliy acceptable salt thereof. More preferably, said sutsstance P receptor 
(NK1) antagonist compound is aprepitarQ and is to be administered in a cfeiiiy dose ranging 
between 40 and 160 mg of the active ingredlert. 

The invention also relates to a phannaceuficai composition comprising (a) p^amperon, 
35 and (b) a substance P receptor (NK1) ant^nist compoun4 preferably chosen from the 
group consisting of vestipltant TAK-637, R673, GWB23298, GW67g769, GW59759d, CP- 
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122.721. aprspitent 822296 and 6797691 or a pro-drug or an active metabolite thereof, or 
a pharmaceutfcally acceptable saR thereof, as a combined preparation for simultaneous, 
separate or sequential use for treating fiie undeifying emotion dysregulatbn of a mental 
disease or disorder which is chosen from the group of diseases and disorders consisting 
5 of mood disonlers, anxiety disorders, eating disorders, premenstrual syndrome, 
somatofomi disord&s (excluding pain disorders), factitious disorders, dissodative 
disorders, sexual and gender Identity dtsordens, sleep disorders, adjustment disorders, 
impulse control disorders, substance-related disorders, personality disorders, 
beieavement, occupational problem. problOTis related to abuse or neglect and pain 
10 disorders. 

" The invention also relates to a pharmaceutical compositi&H as described above wherein 
pipamperon is provided in a unitary dose of between 5 and 15 mg of the active ingredient 
and \fvherBin said substance P receptor (NK1) antagonist compound is aprepitant, 
1 5 preferably provided in a unitaiy dose of betvveen 40 and 160 mg of ffie active IngredienL 

94: combination therapy vyith a sulfonamide compound 

The mental disorders which can be treated ushg compounds having a high selective 
affinity for the 541T2A and D4 receptor, for Instance pipamperor\ In a combination theraj^ 

20 with a sulfonamide compound!, are chosen from the group of diseases or disorders 
consisting of mood disorders^ psyd^c disordeis, somatoform disorders (excluding pain 
disoiders), factitious disorders, dissodative disorders, sleep disordsTS, adjustmer^ 
disoiders, impulse control disorders, penradve development disorders, disruptive . 
behaviour disorders^ substance^iated disorders, personailty disordeis, psychological 

25 (actors affocttng medical conditions, maiingarir^, antisocial behavfour. bereavmient, 
occupational problem, identity problemr problems related to abuse or neglect, pain 
disorders and delirium. 

The present invention thus relates to the use of pipamperon or a pharmaceuticaily 
30 acceptable salt thereof for the preparation of a medicament for treating the underlying 
emotion dysregulation of a norvoognifiva mental disease or disorder selected from the 
group of diseases and disorders, consistbig of mood disorders, psychotic disorders* 
8omat<^rm dteorders (excluding pain dsordersX factitious disorders, dissociative 
disorders, ^eep disorders, adjusftnent disorders, impulse control disorders, penfasive 
35 development disorders, disruptive behaviour disorders, sut>siance-reiated disorders, 
personaOty disorders, psychological factors affecting medical conditions, malingering, 
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antisocial behaxnour, bereavement, occupafionai problem, identHy probl&n and problems 
related to abuse or neglect, characterized in that pipamperon or said piiarmaoeutlcany 
acceptable salt thereof is administered simulteneously with, separate from or prior to the 
adndrdstration of a suHbnamide compound to augment the therapeutic effect or to provide 
5 a faster onset of the therapeutic effect of said sulfonamide compound, further 
characterized in tiiat pipamperon is to be administered to a patiert in a dally dose ranging 
between 5 and 15 mg of the active Ir^gredienL 

The present Invention ttius relates to the use of pipamperon or a i^rmaceutically 
10 acceptebie salt thereof lor the preparation of a medicamerft for treating the underlying 
emotion dysregulation of pain disorders^ characterized in that pipamperon or said 
pharmaceuflcally acceptebie salt thereof Is administered stmultaneousiy witK, separate 
from or prior to the admfnistrafion of a suHbnsmfde compound to augment the therapeutic 
efiect or to provide a faster onset of the therapeutic effect of said sulfonamide compound, 
15 further characterized in that pipamperon is to be administered to a patient in a daily dose 
ranging between 5 and 15 mg of tl^ active ingredlenL 

The present invention thus raiates to the use of pipamperon or a pliarmaoeuticaliy 
acceptebie salt thereof for the preparation of a medicament for treaflng the underlying 

20 emotion dysregulation of a cognith/e mentei disease or disorder which is delirium, 
characterized in thiat p^amperon or said pham^aceuticaiiy acceptebie salt thereof Is 
administered simulteneously with, separate from or prior to the administration of a 
sulfonamide compound to augment the tiierapeiAic effect or to provide a faster onset of 
the therapeutic effect of said suHbnamide compound, further charaderfzed in that 

25 pipamperon is to be administered to a patient in a daily dose ran^ng t^etween 5 and 15 
mg of the active ingrediert. 

According to a preferred embodimertt, the Invention relates to the uses as described 
above, wherein said sulfonamide compound is zonlsan^de or a pro-drug or an active 
30 meteboRte thereof, or a pharmaceuUcaliy acceptebie sait thereof. Mote prefsnabiy, said 
suHbrtamide con^pound is zonisamide Snd is to t>e administered in a dai^ dose ranging 
between 100 and 600 mg of the active Ingredtent 

The invention also relates to a pharmaceufical composition comprising (a) jpipamp&orit 
35 and (b) a sulfonamide compound, preferably zonisanvde, or a p70<>drug or an active 
metabolite tiiereot or a phanmaceutically acceptebie salt thereof, as a combined 
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preparation for simultaneous, separate or sequenfial use for Seating the underlying 
emotion dysregulafion of a mental disease or disorder w*iich Is chosen from the group 
consisting mood disorders, psychotic disorders, somatoform disorders (excluding pain 
disorders), factitious disorders, dissociative disorders, sleep disorders, adjuslment 
5 disorders. Impulse control disorders, pen^asive development disorders,- disruptive 
behaviour disorders^ substanceHF&laled disorders, personality disorders, p^chological 
foctofs affecfing medical conditions, malingerir^, anesodal behaviour, bereavement 
occupational problem, id«itHy problem, problems related to abuse or neglect, pain 
(fisorders and delirium. 

10 

The Invention also retates fo a pharmaceutical composition as described above wherein 
pipamparon Is providecfin a unitary dt»e of between 5 and 15 mg of the active ingredient 
and wherein said sulfonamide compound is zonlsamide, preferably provided In a unitary 
dose of between 100 and 600 mg of the active Ingredient 

IS 

95: combinaBon therapy with a tachvklnin antaacnlst compound 

The mental disorders which can be treated using compounds having a high sefecfive 
affinity for the 5-HT2A and D4 receptor, for instance pipamperoa in a oombinatfon therapy 
with a tachyklnfri antagonist compound, gre chosen from flie group of diseases or 

20 disorders consisting of mood disorders, anxiety disorders, ea&ng disordere, premenstrual 
syndromsi somatoform disorders (excluding pain disorders), facaitous disorders, 
dissociative disorders, sexual and gender idenfMy cSsord^. sleep disorders, adjustment 
disorders, impulse control disorders, substancenrelated disorders, personality disorders, 
bereavement occupational problem, problems related to abuse or neglect and pain 

25 disorders. 

The present Invention thus relates to the use of pipamperon or a phannaceutlcally 
acceptable salt thereof for the preparation of a medicament for treating the underiying 
emotion dysregulation of a non-cognitive mental disease or disorder selected from the 

30 group of diseases and disorders consisting of mood disorders, anxiety <fi8orders, eating 
disorders, premenstnial syndrome, somatoform disorders (excluding pain disorders), 
factitious disorders, dissociative dlsordersi sexual and gender identily disorders, sleep 
disorders, adjustment disorders, impulse control disorders, substence-reteted disorders, 
personally disorders, bereavement occupational problem and fmblems related to abuse 

35 or neglect characterted In that pipamperon or said pharmaceuHcaBy acceptable salt 
thereof Is adnrinistered slmultaneot»iy with, separate ftom orprtor to the administration of 
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a tachykinin antagonist compound to augment the therapeutic effect or to provide a faster 
onset of the therapeutic effect of said tachykinin antagonist compound* further 
characterized in that pipamperon is to be administered to a patient In a daily dose ranging 
between 5 and 15 mg of the active ingrecfienL 

5 

The present invenfion thus relates to the use of pipamperon or a f^armaceutically 
acceptable salt thereof for the preparation of a medicamert for treating the underling 
emotion dysregulation of pain disorders^ characterized in that pipamperon or said 
phamiaceuHcally acceptable salt thereof is administered simuttaneously with, separate 
10 from or prior to the administration of a tachykinin antagonist compound to augment the 
therapeutic effect or to provide a faster onset of the therapeuBc effect of sakl tachykinin 
antagonist compound, furthei* characterized in that pipamperon is to be administered to a 
patient in a daily dose ranging between 5 and 15 mg of the active Ingredient 

15 According to a preferred embodimert, the invertton relates to the use as described above^ 
wherein said tachykinin antagonist compound Is SR 48968 or a pro-drug or an active 
metabolite thereof, or a pharmaceub'caily acceptable saR thereof. 

The invention also relates to a phamnaceulteal corriposttion comprising (a) pipamperon, 
20 and (b) a tachykinin antagonist compound, preferably SR 48968 or a pro-drug or an acfive 
metabolite thereof, or a phamnaoeuticaily acceptable salt thereof, as a combined 
preparation for simuitoneous, separate or sequentiai use for treating the underiyii^ 
emofion dysregulation of a mental disease or disorder whidi is chosen from the group 
consisting of mood disorders, anxiety disorders, eating disorders, premenstmal syndrome. 
25 somatoform disorders (excluding pain disorders), factitious disorders, dissociative 
disorders, sexual and gender identity disorders, sleep disorders, adjustment disorders. 
Impulse control disorders, substance-related disorders, personality disorders, 
bereavement, occupational problem, problems related to abuse or neglect and pain 
' disorders. 

30 

96: combination therapy with a compound selected from the group consisting of R228060 
fYKP-lOA). palanpansl. ORG 39479/PH80. ORG 34167. PR 543 and CU017.493 
The mentsri disorders which can be treated using compounds taving a high selective 
affinity fbr the SKTZA and D4 receptor, for instance pipamperoa In a combination therapy 
35 with a compound selected from the group consisting of R228060 (YKP-10A). palanpanel. 
ORG 39479/PH80, ORG 34167. DP 543 and CJ-017.493^ are chosen from the group of 
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diseases or disordei^ consisting of mood disorders^ anxiety disorders, psychofic 
disorders, eating disorders, premenstrual syndrome, somatoform disorders (excluding 
pain disoixlers), factitious disordersi dissodafve disorders, sexual and gender identity 
disondeis. sleep disorders, adjustment disorders, impulse control disorders, penfaslve 

5 development disordeis, attentiorKiefidt disorders, disniptive behaviour disorders, 
substance-related disorders, personality disordeis, psychological factors afie<Ang medical 
conditions, malingering, antisocial behaviour, bereavement, ocx;upational problem, identic 
problem, phase of life problem, academic problem, problems related to abuse or neglect; 
pain disorders, delirium, Abdieoner Disease, substance-related persisting dementia, 

10 vascular dementia, dementia due to HIV disease, dementia due to head trauma, dementia 
due to Parkinson Disease, dementia due to Huntington Disease, dementia due to Pick 
Disease, dementia due to Creutzfeldt-Jacob Disease, amnestic disorders due to a general 
medical condition, substance-induced persisting amnestic disorder, miid cognitive 
impairment disorder, other cognitive disorders and Parkinson Diseasa 

15 

The present invention thus relates to the use of pipamperon or a phamnaceuticalty 
acceptable salt theieof for the preparation of a medicamert for treating the underlying 
emotion dysregulation of a non-cognitive mental disease or cfisorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorders, 

20 psychotte disordeis, eaUrig disorders, premenstrual syndrome, somatoform disorders 
(excludirQ pain disofders), factitious disorders, dissociative dtetorders, sexual and gender 
identic disorders, ^ep dBsorders, acijustmert disordeis, impulse control disorders, 
pensive development disorders, attortfion-deficit disorders, disruptive behaviour 
disoitlers, substance-related disordeis, personality disorders, p^chological factors 

25 affecting medical conditions, malingering, antisocial behaviour, bereavement 
occupational problem, identity problem, phase of life problem, academic problem and 
problems related to abuse or neglect, chanacterteed In that pipamperon or said 
pharmaceutically acceptable salt thereof Is administered simultaneously \Artth, separate 
from or prior to the administration of a compound selected from ttie group consisfing of 

30 R228060 (YKP-10A), palanpanel, ORG 39479/PH80, ORG 34167, DP 543 and CJ- 
017^93, to augment the therapeutic effect or to provide a faster onset of the fhera|:>eutic 
effect of said compound selected from, the group consisfing of R228060 (YKP-IOA), 
palanpanel, ORG 39479ypH80, ORG 34167. DP 543 and CJ-017.493. further 
charact^ed In that pipamperon Is to be admlnisterod to a patient in a daily dose ranging 

3S between 5 and 15 mg of ttte acSve Ir^ediertt. 
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The invention also relates to a pharmaceufical composttion comprising (a) pipampefon, 
and (b) a compound sefected from the group consisting of R228060 (YKP*10A), 
palanpanei, ORG 39479/PH80, ORG 34167, DP 543 and CJ-017.493, or a prcMimg or an 
acUve metabolrte thereof, or a pharmaceuficaily acceptable salt thereof, as a combined 
5 preparation for simultaneous, separate or sequential use for treatir^ ttie underlying 
emotion dysregulatfon of mental disease or disorder which is chosen from the group 
consisting of mood disorders, arodety disorders, psychotic disorders, eating disorders, 
premenstrual syndrome, somatofonn disorders (exdufing pain disorders), factitioi^ 
disorders, dissociative disorders, sexual and gender Identic disorders, sleep disoixierSb 

10 adjustment disorders, impulse control disorders, pervasive development disorders, 
attention-deficit disorders, disruptive behaviour disorders, substance-related disorders, 
personality disorders, psychoiogical factors aflfecHng medical conditions, malingering, 
antisocial behaviour, bereavement occupational problem, identity problem, phase of life 
problem, academic problem, problems related to abuse or negtect, pain disorders, 

15 delirium, Alzheimer Disease, substance-related pei^isting dementia, vascular dementia, 
dementia due to HIV disease, dementia due to head trauma, dementia due to Parkinson 
Dteease, dementia due to Huntington Disease, dementia due to Pick Dteease, dementia 
due to Creuf^eldt-Jacob Disease, amnestic disoiders due to a general medical condition, 
substance-induced persisting amnestic disorder, mild cognitive Impafnnent disorder, other 

20 cognKive disorders and Parkinson Disease. 

97: combination therapy with a vasopressin IB receptor (V1B) antagonist compound 
The mental disorders which can be treated using compounds having a high selective 
affini^ for the 5-HT2A and D4 recei^or, for instance pipamperor^ in a combination ttierapy 

25 vtfith a vasopressin 1 B receptor (V1 B) antagonist compound, are diosen from the group of 
diseases or disorders consisting of mood disorders, aructety disorders, eating disorders, 
premenstrual syndrome, somatoform disoaxjers (excluding pain disorders), factitious 
disorders, dissociative cnsorders, sexual and gender Identity disord^, sleep disorders; 
adjustment disoid^s, irr^uise control disorders, substance-related disorders, personality 

30 disorders, bereavement, occupational problem, problems related to abuse or neglect and 
pain disorders. 

The present invention ttius relates to tiie use of pif^mperon or a frfianmaoeuQcally 
acceptalrfe salt thereof for the preparation of a medlcamert for treating the underlying 
35 emotion dysregulation of a noivcognitive mental disease or disoixier selected fix)m the 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 



aiiiE#2 005-3000032 



#M2 0 0 4-349085 



^-Z^ : 169/ 



disorders, premen^aiai syndrome, somatoform disord^ (excluding pain disorders), 
factitious disorders, dissodative disorders; sexual and gender identity disorders, sleep 
disorders, adjustment disorders, impulse control disorders, substance-related disordeis, 
personafity disorders^ i3ereavement, occupational problem and problems related to abuse 
S or nes^ect, characterteed in that pipamperon or said pharniaceificalV acceptable salt 
thereof Is administered simultaneously with, separate from or prior to the administration of 
a vasopressin IB recefAor (V1B) antagonist compound to augment the therapeutic effect 
or to provide a faster onset of the therapeutic effect of said vasopressin 18 recept<»r (VI B) 
antagonist compound, further characterized in that pipamperon is to be administered to a 
10 patient in a daily dose rangir^ between 5 and 1 5 mg of the active ingredient 

The present invention tiius relates to the use of pipamperon or a phanmaoeutically 
acceptable salt thereof for the preparation of a medicament for treating the undertying 
emotion dysregu^on of pain disorders^ characterized in that pipamperon or said 

IS phanmaceutlcaily acceptable saK thereof is administered smuKaneously with, separate 
from or prior to the administration of a vasopressin IB receptor (VI B) antagonist 
compound to augment the therapeutic effect or to provide a faster onset of the therapeutic 
effect of said vasopressin 1B receptor (VI B) antagonist compound fUrflier characterized 
in that pipamperon is to be adminbtered to a patient in a dafly dose ranging between 5 

20 and 1 5 mg of the active ingredient 

According to a pieferred embodiment, the invention relates to the uses as described 
above, wherein said vasopressin 1B receptor (VI B) antagonist compound is SSR149415 
or a pro<irug or an active metabolite thereof, or a phamnaceuticaliy acceptabte salt 
25 thereof. 

The invention also relates to a pharmaceufical composition comprising (a) pipamperon, 
and (b) a vasopressin 18 receptor (V1B) antagonist compound, preferably SSR149415 or 
a proHjrug or an active metabolite thereot or a pharmaceuticaUy acceptable salt thereof, 

30 as a combined preparation for simultaneous separate or sequential use fbr treating the 
underiying emotion dysregulation of a mental disease or disorder which Is chosen froni 
the group consleiing of mood disordeis, .anxlety dlsorders, eating disorders, premensbiial 
syndrome, somatoform disorders (excluding pain disordersX factitious disorders, 
dissodative disorders, sexual aitd gender Identic disorders, sleep disorders, adjustment 

35 disorders, impulse control disorders, substence-reteited disorders^ personafity disorders, 
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bereavements occupational problem, problems related to abuse or neglect and pafn 
disorders. 

98: combination theraov vdth a voHaqe-gated calcium channel af2 ^S subunit modulator 
5 compound 

The mental disorders which can be treated usfng compounds having a high selective 
affinity for the 5-HT2A and D4 receptor, for Instance plpamperorx In a combination therapy 
with a vottage-gated calcium channel alphs{2)defta subunit modidator compound, are 
chosen from the group of diseases or disorders consisting of mood disorders, anxiety 
10 disorders, eating disorders* premensbual syndrome, somatofomn disorders (exdudhg 
pain disorders), factitious disorders^ dissodafive disorders, sexual and gender identity 
disonters,' sleep disorders, acljustmertt dteorder$, Impulse control disorders, substance- 
related disorders, personality disorders, bereavement occupational problem, problems 
related to abuse or neglect and pain disorders. 

15 

The present invention thus relates to the use of pi|:»mperon or a pharmaoeutlcaUy. 
acceptable satt theiBof for the preparation of a medicament for treating the undertj^g 
emotion dysregulatlon of a non-cogruUve mental disease or disorder selected from the 
group of diseases and disorders consisting of mood disorders, anxiety disorders, eating 

20 disorders, premenstrual syndrome, somatofomn disord^ (excluding pabi disorders), 
factittous disorders, dissociative disorders;, sexual and gender identity disonjers. sleep 
disorders, adjustment disorders. Impulse control disorders, sufcistance-rdated disorders, 
personaHty dUsorders, bereavement, oocup^onal problem and problems related to abuse 
or neglect characterized in that fnpamperon or said pharmaceificali/ aoceplable salt 

25 ttwrerf Is administered dmuttaneousty with, separate from orprtor to the admhlstration of 
a votege^ated caldum channel alk)ha{2)delta subunit modublor compound to augmeni 
the therapeutic effect or to provide a faster onset of the therapeidic effect of said vottage- 
gated calcium chanrwl alphia(2)delta subun£^ modulator compound, further characterized 
In that pipamperon is to be administered to a patient In a daily dose ranging betwween 5 

30 and 1 5 mg of the active ir^redient 

The present invenflon ttius relates to the use of pipamperon or a (diarmaoauticalty 
accepteble salt thereof f9r the preparation of a medlcamert few treating the undeitying 
emotion dysiegulation of pain disorders, characterized in that pipamperon or said 
35 phamiaceutfcally acceptable salt thereof Is administered simuftanTOUdy with, separate 
from or prior to the administration of a voltege-gated caldum channel alpha(2)de«a 
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subunit modulafair compound to augment the therapeutic effect or to pmvide a faster 
onset of the therapeutic effect of said vollage-galed calcium channel alpha{2)defta subunit 
modulator compound, furtfier characterized fn that pipamperon is to be administered to a 
patient in a daily dose rangir^ between 5 and 15 mg of the active (ngiedient 

According to a preferred embodiment, the invention relates to the uses as described 
above, wherein said voltage-gated calcium channel alpha(2)delta subunit modulator 
compound is pregabalin or PD-200,390: or a pro<Irug or an active metebdite thereof, or a 
phamiaceuticdiiy acceptable salt thereof. More preferably, said voltas^ated calcium 
channel alpha(2)delta subunit modulator compound is pregabalfii. and is to be 
administered in a daily dose ranging between 50 and ^0 mg of the active ingredient. 

The invention also relates to a pharmaceutical composition comprising (a) pipamp^on, 
and (b) a voltege-gated calcium channel alpha(2)delta subunit modulator compound, 
preferably pregabaih or PD-200,390; or a pro-drug or an active metabolite thereof, or a 
phanmaceuUcally acceptaUe salt fiiersof, as a combined preparaton for simulteneous^ 
separate or sequenliai use for treating the underlying emotion dysregulatbn of a mantel 
disease or disorder whidi is chosen from the group con^sting of mood disorders, anxi^ 
disorders, eating disordsrs, premenstrual syndirome, somatofonm disorders (exciudhg 
pain disorders), factitious disorders^ dlssociafive disorders, sexual and gender identity 
disorders, sleep disorders, adiustment disord^ Impulse control disorders, substance- 
related disorder^ personality disorders, bereavement, occupational problem, problems 
related to abuse or neglect and pain disorders. 

The invention also relates to a pharmaceutical composition as described above wherein 
pipamperon Is provided in a unrteiy dose of between 5 and 15 mg of the acflve ingredtent 
and wherein said volftage^ated calcium channel alpha(2)detla subisiit modulator 
compound is pregabalin, preferably provided in a unitery dose of between 50 and 600 mg 
of the acQve Ingredierft. 

99: combination therapy with a vomerophertn compound 

The mental. disc^ders which can be treated. usbig compounds. having. a. high selective 
afRnity for the 5-HT2A and D4 receptor, for instence pipamperor^ In a comUnatfon therapy 
vdth a vomeropherin compound, are chosen from the group of diseases or disofders 
consisb'ng of anxiety disorders, eating disorders, premenstrual syndrome, somatoform 
disorders (excluding pain disorders), factitious disorders^ dissodative disorders, sexual 
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and gender identity disorders, sleep disorders, adjustment disorders, impulse oonlrol 
disorders, pereonality disorders, bereavement, occupational problem and problems 
related to abuse or neglect. 

5 The present invention thus relates to the use of pipamperon or a pharmaceutically 
acceptable satt thereof for the preparation of a medlcamert for treating the underlying 
emotion dysregulatlon of a norvcogiiitive nienlal disease or disorder selected from the 
group of diseases and disoiders consisting of anxiety disorders, eating disorders, 
premenstnjal syndrome, somatofomi disorders (excluding pain disorders), factitious 

10 disorders, dissociative disorxJers, sexual and gender Identity disorders, sleep disorders, 
adjustment disorders. Impulse oonlrol disorders, personality disorders, bereavement, 
oocupatfonal problem and problems related to abuse or neglect, characterized in that 
pipamperon or said pharmaceuHcafly acceptable salt thereof is administered 
simultaneously vwth, separate from or prior to the administration of vomeropherin 

15 compound to augment the thempeuSc effect or to provide a faster onset of the therapeutic 
effect of said vomeropherin compound, further characterized In that pipamperon is to be 
administered to a patient in a daily dose ranging between 5 and 15 mg of the acKve 
ingredient 

20 According to a pruned embodbnert. the mvenllon relates to the use as described abovej 
wherein said vomeropherin compound is PH94B or a pro^lrug or an aclive metabolite 
thereof, or a pharmaceullcally acceptable salt thereof. 

The Invention also relates to a phamiaoeutlcal composition comprising (a) pipamperon. 

25 and (b) vomeropherin compound, preferably PH94B or a pro-dmg or an active metabolite 
thereof, or a phamwceutlcally acceplabte saR thereof, as a combined preparation for 
simultaneous, separate or sequential use for treating the underiying emotion dysregulatlon 
of a non<5ognltive mental disease or disorder which is chosen from the group consisting of 
anxiety disorders, eating disorders, premenstrual syndreme. somatoform disordera 

30 (excludi,^ pain disordeis). factitious disorders, dissociative disordeis, sexual and gender 
Identity disorders, sleep disorders, adjustment disordeis, impulse control disorders, 
personafity disorders, bereavement, occupational problem and problems related to rf)use 
or neglect 

Also, the inverrtton relates In particular to the use as described before, wherein said 
35 second compound chosen ftom the group consisting of fluvoxamine controOed release. 
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phenserine tartrate, atomoxetine hydrochloride, bupropion (conlrolled-release 
formulation), ropinlrole HCL (controlled-release fbrmulaflon), INN 00835, galantamlne 
(extended release formulation), paliperkione, tomoxetlne, aprepitant, rivas&gmine tartrate. 
ORG 34517^850, sunepitron, sumanlrole, mllnaclpran, fdazoxan, xaHpioden. SR 58611. 
5 befloxatone, litoxetine, tianepUne, agomelallne. SPD 503, flesinoxan. brtepaino)^ 
ramelteon, etilevodopa, rasaglRne CTVP-1012) and desveniafaxine. 

Also, the InvenHon relates In particular to the use as described before, wherein said 
second compound is chosen from the group consisting of galarttamlne (extended release 
fomiulatlon), R121919. risperidone, pariperidoheand R228060 (YKP-10A). 

10 The disclosure of ail patente. publications (fndud&ig published patent publications), and 
database accession numbers and depository accesdon numbers referenced in this 
specification are spedfically incorporated herein by reference In their entirety to the same 
extent as tf each such individual patent publication, and database accession number, and 
depository accession number were specifically and individually indicated to be 

1 5 incorporated by reference. 

The invention, now being generally described, wMI be more reacfily understood by 
reference to tiie following tables and examples, which are included merely for purposes of 
illustiation of certain aspects and embodEments of the present invention and are not 
intended to limit the Invention. 
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Short descHption of tha Tables and Rgures 

Table 1: In Table 1, the pW values of test compounds are given for each of the dopamine 
receptors, 5HT receptors, adrenergic receptors and the hbtamlnel receptor. 

Table 2: Set-up of a clirical trial comprising for treatment groups. 

Table 3: Overview of a placebo, active and period controlled clinical trtel In a fore-going 
plpamperon- dtalopram treatment In Major Depressive Disorder. 

Table 4: POC process for major depressive disorder. 

Table S: Summary of diseases and disorders relative to known psycho-tropics. 

Table 6: Overview of Phannaootofllcal grouping, indicating pharmacological profile 
numbering (column 2), pharmacological profile (column 3), main lndlcaMon(s) (column 4). 
name of the compound (column 4), the dose range (cohJinn 5), and fte company 
producing or selling said compound (column 6). Compounds indicated by hatching are 
preferred. 

Figure 1: Add-on treatment with pipamperon after treatmer^ with dtalopram . 

Figure 2: HDRS-17 change from basefine: combo treatment pipamperon as add^jn - . 
dtalopram vs SNRI (duloxetine)ln Major Depression. 

Figure 3: Remission rates (HDRS-17 <=7): combo treatment pipamperon as add-on - 
cltelopram vs SNRI (venlafaxine) vs SSRls vs placebo in Major Depression. 

Figure 4: Fore-going treatment during 1-5 days with pipamperon followed with the 
combkiation treabnent of pipamperon and dtalopram. 

Figure S: HDRS-17 change flrom baseline; combo treatment-pipamperon - cilalopram with 
a fbre-going ireatmerrt of 4 days with pipamperon vs SNRI (duloxetine) In Major 
Depression. 
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Figure 6: Remissfon rates (HDRS-17 <=7): combo pipamperon - citalopram vwth a fore- 
going treatment of 4 days witli pipamperon vs SNRJ (ventafaidne) in IWajor Depression. 

Figure 7: Fore-going treatment during 6-8 days witli pipamperon followed yNOh the 
5 combination treatment of pipamperon and citalopram. 

Figure 8: i-iDRS-17 change finom t)a$eline: combo treatment pipamperon - ciUiiopram vwth 
a fore-going treatment of 7 days v>«h pipamperon vs SIMRi (duloa^ne) in Major 
Depres^on. 

10 

Figure ft Fore-going and add-on treatment with pipamperon in MDD. 

Figure 10: HDRS-17 change from baseiine; fore-going and add-on treatment with 
pipamperon and citalopram in comparison with the SNRI dUloxetine in Major Depression. 

15 

Figure 11: Remission rates (HDRS-17 <=7): fore-going and add-on treatment writh 
pipamperon and dtalopram in comparison wSh the SNF?I veniafaxine in Major Depression. 

Figure 12: Y-BOCS total score: fore-going and add-on treatment pipamperon and 
20 citalopram in comparison with the SSFafluvoxamlne in OCD. 

Figure 13: Y-BOCS otwesslon score: fore-going and add-on treatment with pipamperon 
and dtalopian in comparison with the SSRi fhivoxamlne in OCD. 

25 Figure 14: Y-BOCS oompul^on score: fore-going and add-on treatment with pipamperon 
and citalopran in comparison viMh Ihe SSRi fluvo)»mine In OCD. 

Rgwd 15: C6l-«everl^ score: fore-going and add-on treatment with pipamperon and 
citalopram In comparison with the SSRI m panic disorder. 
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Table 4 



DAY 


minus D7 


DO 


->D4 


TREATMENTGROUP 
Placebo (PLC) 
PIP- Active /Day 4 
PIP -Active/ Day 0 
PLC- Active /Day 0 








PLC+PLC 


2x{PLC+PLO 


2x(PLC+PC) 


PLC-4>LC 


2x(PLC+PIP (4mgJ)/d 


2x(Crr (10mg)+PIP (4mg))/d 


PLC-HPLC 


2x(Cn' (10mg}+PIP (4mg))/d 


2x(CIT (lOmfiHPIP ^4mg))/d 


PLC+PLC 


2x(aT(10mgHPLC)/d 


2x(CIT (iQmgHPLCyd 



10 
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Examgrie 1: BReasuring pKi values of test compounds 

In Table 1, the pKI values of test compounds are given for each of the dopamine 
5 receptors, 5HT receptors, adrenergic recet^ors and the histaminel receptor. The affinity 
of test compounds for the respective receptors has been perfomned according to 
conventional procedures known in the art 

An indication "0" means that no affinity has been measured between the test compound 
and the receptor. 

10 The columns displaying the pKI values for the D4 and the 5-HT2A receptor are filled with 
dark giey. pKi values between 8 and 9 and higher than 9 are represented by light grey 
boxes. 

Example 2: Foiregolgng pSpampsroire-cltalopiram iUneatanent in imajor depresdv© 
15 disorder, a placebo and acflve c^mtrolled period finding cflinlcal tTSal 

Table 2 represents the set-up of a dinical trial comprising for treatment groups: 
Group Pic - Active / Day 0 repi^ents the group receiving 10 mg citalopram twice a day, 
starting the first day (Day 0) of active treatment In the clinical trial. This adminisbBtion 
regime Is also indicated as the mono therapy. 
20 Group Prp - Active / Day 0 represents the group (receiving a combination of 4 mg 
pipamperon and 10 mg citalopram, twice a day. starting the first day (Day 0) of active 
treatment in the cHnlcal trial. This adminlslrafion regime Is also Indicated as the non- 
foregoing combo therapy. 

Group Pip - AcUve / Day 4 represents the group receiving 4 mg pipamperon. twice a day, 
25 starting the first day (Day 0) of acUve treatment In the dlnlcal trial, followed by a 
combination of 4 mg pipamperon and 10 mg cNaloprarr^ twrtce a day, starting the fifth (Day 
4) day of active treatment in the dlnlcal trial. This admlnblrallon regime Is also indicated 
as the foregoing therapy with oomblnaBon therapy starting after 4 days of acUve 
treatment. 

30 Group Pip - Active / Day 7 represerte the group receiving 4 mg pipamperon, twice a day, 
starting tii© first day (Day 0) of active treatment in the dlnlcal trial, followed by a 
combination of 4 mg pipamperon and 10 mg citalopram, twice a day, starting the eight 
(Day 7) day of active, treatment in the clinical trial. This administration regime is also 
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indicated as the fbregoirg therapy with comblnaUon therapy starling after 7 days of acfive 
treatment. . 

All subjects also undergo a placets (PLC) run-in therapy, admfnistered during a period of 
atiout 7 days before the active treatment starts. 
5 During dally (D), weekly (VV) or monthly (M) visits, several parameters ar% measured 
Under NECT Is to be understood: IMeuronal E-d'mlca! Trial = Vesallus Expert development 
for this trial which inclucbs the bottom-up measurement ofc 

- In- and exdusloncritsria 

- Functional status evduation 
10 - Medical history 

- (Pre-)trsatment signs & symptoms 

_ DSM-IV rules for diagnosis & efficacy 

- HDRS-28 (Hamilton Depression Rating Scale - 28 items) 

- Medical resource utilisation 

15 - Pre-trial & Concomittant medication 

- Drug administration 

- (Seilous) Adverse events 

- Admission to the acute and extension phase of treatment 

- Right flow of the trial 

20 



Bxampie 3i combo plpamperon-dtalopram: therapeutic use In RflaJoir (Depression 
25 Purpose 

PIpamperon (rH3Kpfl«oroben2oyl)propyM1.4'-bipij»ridlneK<art>«^ *e 
active ingrediert of DIpIperon (JansservCllag B.V), administered to patients In a dose 
ranging between 8 and 12 mg is claimed via its specific pharmacological properties to 
be a booster of the antidepressant effect of the selective serotonin re-uptake Inhibitor 

30 cltalopram Preferably, pipamperon is administered daly at least 4-5 days before 
administering said antidepressant The mechanism of boosting of pipamperon has to 
deal with (i) the selecBve alBni^ for the depamine-4 (D^ reoeplor with a pKI value 
equal to or higher than 8 towards the D4 receptor and less than 8 towards other 
dopamine receptors, and (II) the selective afflnHy for the 5W2A receptor with a pKI 

35 value equal to or higher than 8 towards the 5-HT2A receptor and less than 8 towards 
other 5HT receptore. This seml^iaturalistlc open label study Investigated the efficacy 
end tolerabinty of the combo pipamperon - cilalopramin the treatment of patients with 
major depresston. 
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Details 
Design: 



Control: 
Phase: 
Location: 
End Points : 

Medication: 



196 



Semi-naturalistic t.e* inclusion of every 'natural' patient in an outpatient 
practice but without concomitant use of mood enhancing drugs, open 
label 

No 

Phase lla - preliminary Proof of Concept 
Belgium - Research Centre ANIMAi Allien 

Assessment scale scores, Hamilton Depression Rating Scale 17 items. 
Reduction, Response. Remission 

Exclusion of mood stabilisers, antipsychotics (typical and atypical) and 



Subjects 



Type 


IMo. Sex 


Age 


Patients 


23 10 mate & 1 3 female 


23-80 (mean 47) years 



CharHCteristlcs: patients had a major depressive disorder according to DSMAV criteria, 
with or without a chronic course and a treatment refifactoiy state towards anoflier SSRI 
then citalopram. 



Tireateitieirite 

10 PIP-CIT^ add-on: dtalopiam from day minus 60-20 - pipamperon from DAY 0 



Drmgrrreafinnamt 


Dose 


Route Firequemcif Dyraitioim 


Pipamperon^ 


+ Pip.: 8-12 mg/day - Cft.: 


PO bid 


8 weeks 


Citatopram^ 


40 mg/day 



1. Pipamperon (Pip) eund dialoprEcm (Cit) dosage was adjustsd aocoiding to 
dinical response. 

15 

PIP-CIT^ fore-going .1-5: pipamperon from day 0 - dtal from day 1-5 



Drug/Treatment 


Dose 


Route IFroqueney Duratiomi 


Pipamperon^ 


+ Pfp.: 8-12 mg/day - 




8 weeks 


Citalopram^ 


40 mg/day 



20 1. Pipamperon (Pip) and citalopram (Cit) dosage was adjusted according to 

cttnicai response. 
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PIP-CIT^ fore-going 6-8: pipamperonfrom day O-citalopram from day 6-8 



Drug/Treatment 


Do$a 


Route Frequency Duration 


Pipamperorf 


+ Pip.: 8-12 mg/day 


-at.:20.po 


8 weeks 


Cltalopram^ 


40 mg/day 



5 1. Pipamperon (Pip) and crtaloprsm (CIt) dosage was adjusted according to 

clinical response. 



Results 





PIP-CIT add-on 


PIP-CIT roreaoina 






After 20-^ BAYS 


l-^DAlfS (mean 4) 


6^ DAYS 




(imeai]i33)(n»5) 


(iii»15) 


(meamiT) (n=3) 


Meaofn Usedl Rfledicatooin) 








Pipamperone 


9mg/day 


lOmg/day 


llmg/day 


Citalopxani 


SOmg/day 


26mg/day 


30ing/day 


Bepsression scale scores 








HDRS 17-item total scoie 








baseline 


29 


23 


28 


cndpoint(weekS) 


4 


5 


11 


dinunisfament at week S 


-2S(+8/-9) 


-18 (+8/-8) 


-17 (+17/-17) 


% redaction at week 8 


86 (+14/^12) 


80(-t-2OA3O) 


61 (H^P/^l) 


response^ at week 8 


5(100%) 


15(100%) 


2<67%) 


lemissioxl^ at week 8 


4(80%) 


10(67%) 


1 (33%) 



10 1 . Response - ^0% reduction in HDRS 17-item score; 

2.Renite$ion= HDRS 17-ltBm score < 8 



Notably, the results obtained are higt^^p^^nt since the \mriabllity in eveiy group is 
distributed evenly around the meaa 

15 

Add-on PIP-CIT 

Rgure 1 schemalicany depicts the "add-onT treatment with p^^amperon d>12 (mean 9) mg 
(bid) after treatment with dtafopram 10-20 (mean 30) mg (bid) during 20^ (mean 33) 
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days (PIPCIT ADD-ON) wtth HDRS-17. Totalscore is 29 at baseline In MDD In 
comparison with the standard efficaqr of antidepressants in clinical trials according to 
Khan et al. (2000), In "Symptom Reducflon and Suicide iRisk in Patients Treated With 
Placebo In Antidepressant Clinical Trials" (Arch, of General P^chiatry, Vol. 57. April 
S 2000). 

Figure 2 schematically deplete the HORS-17 diange from baseline in the combo 
pipamperon as '^ddon* to dtelopram vs SNRI (duloxetine) in l^jor Depres^on. 
Treatment vwth pipamperon 8-12 (mean 9 mg/day) during 20-80 (mean 33) days after 
10 treatment with SSRi (n=5). The sisiRI (duIoxeHne) treatment was 4&.120 mg/day (n » 1 52) 
according to Goldstein et al., (Clin. Psychiatiy. in pressX 

Figure 3 schematically depicte the remission rates (HDRS-17 <=7) with the combo 
pipamperon as "add-on" to citeiopram vs SNRI (venfafexlne) vs SSRIs vs placebo in 

IS IVIajor Depression. Treatment vwth pipamperon 8-12 (mean 9 mg/day) during 20-60 (mean 
33) days after treatment with SSRI (n=5). Treatment with the SNRI venlafexino Is acorcfing 
to a meta-analysis of Thase et al. (Br. J. Psychiatry (2001) 1 78^234-241 ).Treatment with 
SSRIs is according to a metaanalysis of Thase et al. (Br. J. Psychiatry (2001) 178:234- 
241). Treatment with placebo is according to a meta-analysis of Thase et al. (Br. J. 

20 Psychiatiy (2001) 178:234-241). 

ForBHaoina 1-5 PIP-CIT 

Figure 4 schematically depicts the Ibrefloing" treatment during 1-5 (mean 4) days with 
pipamperon 8-12 (mean 10) mg (bid), followed with the combination treatment of 
25 pipamperon and citatopram 20-50 (mean 26) mg/day (bid) (PIPCIT FG 1-5) in MDD 
(HDRS-17 at BL =s 23) in comparison with the standard efficacy of antidepressants In 
clinical trials according to Khan etal. (2000), In "Symptom Reduction and Suicide Risk in 
Patients Treated With Placebo in Antidepressant Clinical Trials" (Aich. of General 
Psychiatry, Vol. 57, April 2000). 

30 

Figure 5 schematically depicts tiie HDRS-17 diange from baseBne In the oombo 
pIpamperonKJitalopramtreatmert wHh a "foregoing" treatment of 4 deyswtth pipamperon 
(10 mg/day) vs SNRI (dutoxefine) In Mfitfor Depression. Trsabnent with tfw combo 
pipamperoivcttalopfam witti pipamperon 8-12 (mean 10 n^day) (bid) 1-5 (mean 4) days 
35 before treatment with SSRI (n=15). The SNRI (dutoxeHne) treatment was 40-120 mg/day 
(n = 152) according to Goldstein ef a/., (aia Psychiatiy, In press). 
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Figure 6 schemaficany depicts the remission rates {HDRS-17 <=7) with the combo 
pipamperon with a "foregoing" treatment of 4 days wfth pipamperon (10 mg/day) vs SNRI 
(venfa^ne) In Major Depression. Treatment with the combo fripamperan-cltaloptam was 
with pipamperon 8-12 (mean 10 mg/day) during 1-5 (mean 4) days before treatment with 
the SSRI (n=5). Treatment vWth the SNRI venlaliaxlne is aoordfrig to a metaanalysis of 
Thase et al. (Br. J. Psychiatry (2001) 1 78:234-241 ).Treatment with SSRIs is accordfrig to 
a meta-analysis of Thase et al. (Br. J. Psychiatry (2001) 178:234-241). Treatment with 
placebo is according to a meta-analysis of Thase et al. (Br. J. Psychiaby (2001) 178:234- 
241). 

Fore-goino 6-8 PIP-CIT 

Figure 7 schennatlcaOy depicts the "fore-going" treatment during 6-8 (mean 7) days with 
pipamperon 8-12 (mean 11) mg/day (bid), foiiowed with the combinatbn treatment of 
pipamperon and cHatc^pram 20-40 (mean 30) mg/day (bid) (PIPCIT FG 6-8) in MDD 
(HDRS-17 at BL = 28) In comparfeon vmi the standard efficacy of antidepressant in 
dinical trials according to Khan et SL (2000). in 'Symptom Reduction and Suicide I^sk in 
Patients Treated With Placebo in Antidepressant Qinical Trials* (Arch, of General 
Psychiatry, Vol. 57. April 2000). 

Figure 8 schematlcany depicts the HDRS-17 change from baseline In the combo 
pipamperon-citalopram treatment with a "fore-going" treatment of 7 days with p^jamperon 
(11 mg/day) vs SNRI (duloxeflne) in Major Depression. Treatment wfth ttie combo 
pipamperon-citalopram with pipamperon 8-12 (mean 11 mg/day) (bid) 6-8 (mean 7) days 
before treatment with SSRI (n=3). The SNRI (duioxetine) treatment was 40-120 mg/dsq^ (n 
- 152) according to Goldstein eted^ (Clin. F*sychiatiy, In press). 

Comparfeon "addorf vs "fore-ooina" 

Figure 9 schematicaiiy depicts a comparison between "fore-golr^* and "add-on" 
treatments wKh pipamperon (8-12 mg/day; bid) and citatopram (20-40 mg/day; bid) in 
MDD In comparison with the standard efficacy of antideiwessants in cUnnicai triate 
according to Khan et al (2000), In "Symptom Reductton and Suicide Risk in Patients 
Treated Witti Placebo In Antidepressant C^lcai Trials" (Arch, of General PsycMaby, Vol. 
57,Aprn2000). 
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Figure 10 schemaficall/ depicts a comparison between "fore-going" and "add-on" 
treatments, in particular, tlie HDRS-17 cfiange from baseBne between "^re-going" and 
"add-on" treatment w«h pfpamperon {S-12 mg/day; bid) and dtalopram (2(M0 mg/d£Qr; 
bid) In comparison with the SNI^ duloxeSne In IWaJor [>epression Is depicted. Treatment 
5 with the combo pipamperon as "addon" to citaloprem. wfth pipamperon 8-12 mg/day 
(mean 9 mg/day) 20-60 (mean 33) days after treatment with the SSRI (n=5>. Treatment 
with the combo pipamperoivcjtalopram, with pipamperon 8-12 mg/day (mean 11 mg/day; 
bid) 6-8 days (mean 7 days) before treatment with the SSRI (n = 15). Treatment with the 
combo pipamperon-citatopram, with pipamperon 8-12 mg/day (mean 10 mg/day; bid) 1-5 
10 days (mean 4 days) before treatment with the SSRI (n = 15). The SNRI (duloxetine) 
treatment was 40-120 mg/day (n = 1 52) according to Goldstein et a/., (Clin. Psychiatry, in 
press). 

Figure 11 schemaUcany depicts the remission rates (HDRS-17 <=7) in a comparison 
15 between "fore-going" and "add-on" treatment with pipamperon (8-12 mg/day; bid) and 

dtalopram (20-40 mg/day; bid) in comparison with the SNRI venlaiaxine In Major 

Depression. Treatment with the combo pipamperon-dtalopram was with pipamperon 8-12 

(mean 10 mg/day) during 1-5 (mean 4) days before treatment with the SSRI (n s 15). 

Treatment wfth the SNRI veniafoxine is acording to a meta-analysis ofrhase ^ al. (Br. J. 
20 Psychiatry (2001) 178:234-241). Treatment with pipamperon as "addK»ri" to citalopram. 

with pipamperon 8^12 (mean 9 mg/day) during 20-60 (mean 33) days after treatment with 

SSRI(n = 5). 

The intention-to-treat / last-observationK:an1ed-fonivard analysis showed a high 
25 therapeutic efficacy according HDRS 17-item in ail the treatnnent groips. This was 
especially true for the 'add-on' group probably caused by the longer treatment with an 
active antid^ressant (+33 days). The huge therapeutic effect obsen^ed in the 'PIP-CIT 
1-5' group piesent for at a mean dosage of pipamperon of 10 mg per day and 
administered the first four days of trratment without an active anttdepiosrant indicates 
30 the boo^'ng effect of pipamperon on ftie SSf« dtalopram at an extremely and thus 
unconventional low dose. Only 1 patient discontinued treatment due to a lost of follow^ 
up. .. . 
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Adverse Events 



Side effects (jpatients) FOP-CIT add-on 



Discontinoed treafmeat 
due to adverse events 

By system: 

body as a whole 

central and peripheral 
nervous system 

gas&ointestinal 
muscoloslceletal 
psychiatric 
respiratory 
sldn and ^^endages 
vascular 
urinary 



After 20-60 DAYS 
(mean 35) (n" 5) 



0 

1(20%) 

1(20%) 
1(20%) 

0 

0 

1(20%) 
0 
0 



IPUP-CKT 
forcing 

1-^DAYS 
(mean 4) 
(n = lS) 



0 

4(26.6%) 

5(33%) 
3(20%) 
0 

1(6.6%) 
2(13.3%) 
1(6.6%) 
1(6.6%) 



6-8 DAYS 
(mean 7) (mi - 
3) 



0 
0 

2(66.6%) 
0 
0 
0 

1(33.3%) 
0 
0 



Laboratory parameters, ECG, bodywelght and yfital signs weiB not measured 
since this was a naUirallstic study. 



Assessment 
Outcome 

Effleaey: the 4-day fbie-going combo pipamperan 8-12mg^d - citalopram 2(M0mg/day 
{8 comparaUe to the add-on combo pQiamperor>«nalopiam. 
10 ^ffleaeyrtfte 4-day fbra-goir^ combo prt>amperm8-12n)gAd-c»abpram 2^ • 
is larger than the 7-day fbre-gobig combo i^mperon 8-12mg/d - dtaiopiam 20- 
40mg/day. 

Effiflcaey: the combo pipamperon 8-12mg/d - citaiopiam 20-40mg^day Is laigerthan the 
in the art known antidepressants SSRIs. 

IS 
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Tolerabifity 

ToleFabffify: the 4-day fore-gofng InBatment is comparabb to the 7-day fbre-going 
combo is comparable to add-on combo pipamperon-cltaiopram* 
ToierabBHy: no discontinued treatment due to adverse events. 

5 

Study Messages 

The boosting effect of pipamperon at an extremely unconventional low dose on a SSRI 
is indicated since the efficacy of the *add-on' and '4-ddy fore-going' combo 
'pipampeion 8-12 mg/d - citafopiam 20 - 40 mg/da/ is in this study as twice higher as 
10 known In the art in the treatment of patients with nr^Jor depression. 

The combo pipamperon-otaloprem is generally well tolerated in patients with 
depression Le. at least no specific added adverse events were occurring by adding 
pipampeion at the doses used in the study. 
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Example 4: combo pipamperon-cltalopram: therapeutic use in Obsessive* 
Compulsive Disorder (OCD). 

Purpose 

5 Plpamperon (1 -[3*(P-'Fluorobenzoyi)propylH1 r4'*b^iperidine}4'-<^o)camide), the 
acHve ingredient of Dipfperon (JanssenCiiag B.V), adminlstsred to a patient fn a dose 
ranging between 8 and 12 mg Is claimed via its specific phamiacologlcal properties to 
be a booster of the effect of the selective serotonin re-uptake inhbitor citalopram 
towards OCD« Preferably, plpamperon is admlriisfered dally at least 4-5 d^ys before 

10 administering said antidepressant The mechanism of boosting of plpamperon has to 
deal with (i) the selective afRnity for the dopamhe-4 (D4) receptor with a pKf value 
equal to or higher than 8 towards the 04 receptor and less than 8 towards other 
Dopamine receptors, and (ii) the selective affinity for the 5-HT2A receptor with a pKi 
value equal to or higher than 8 towards the 5'^HT2A receptor and less than 8 towards 

IS other 5HT receptors. This semi-naturaitstic open label study investigated the efficacy 
and tolerabaity of the combo plpamperon - citalc^ram in the treatment of patients with 
OCD. 

Detsdis 



Design: 


Semi-naturalisfic I.e. inclusion of every 'natural' patient in an outpatient 




practice but wifiiout concomitant use of mood enhancing drugs, open 




label 


Control: 


No 


Phase: 


Phase lla - preliminary Proof of Concept 


Locatiorv 


Belgium - Research Centra ANlMAt Aiken 


End Points : 


Assessment scale scores, Yale-Brown ObsessWe-CompuIsIve Scale, 




Reduction, Remission 


Medication: 


Exclusion of mood stebiiisers, antipsychotics (typical and atyidcai) and 




other antidepressants 


Subjects 




Type 


No. Sex Age 


Patients 


7 1 male & 7 female 20-63 (mean 33) years 
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Characteristics: patients had an obsessive-compulsive disorder according to DSM-iV 
criteria, with or without a chronic course and a treatment relractory state towards 
another SSRI then citaiopranrt 

S Treatments 

PIP-CrT ADD-ON: cMalopram from DAY minus 730-60 - pipamperonfrom DAY 0 



Drug/Treaftment 


Dose 


Route Frequency Duration 


Plpamperone^ 


+ Plp.: &-16 mg/day - 


CiL: 30-80 12 
PO bid 

weeks 


Cftalopram^ 


mg/day 



1. Pipamperone (Pip) and Citalopram (Cit) dosage was adjusted aoooidfng to clinical 
10 response. 



PIP-CI'T FORE-GOING 4-6: pipamperonfrom DAY 0 - cftalopFam from DAY 4-6 



Drug/TiBatmenft 


Dose Rout 


e Frecsueinroy Duratlooi 


Pipamperone^ 


+ Pipj 8-16 mg/day - CIt.: 30-80^ 

PO 


bid 


12 


Citalopram^ 


mg/day 




weeks 



15 

1. Pipamperone (Pip) and Ci^|:»am (Oi) dosage was adjusted according to dfnical 
response. 
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Results 





PtP-dT add-on 

after 730^0 DAYS (mean 241) (n = 6 ) 
With mean CR. 54mg^d and Pip. 1 1mg/d 




PIP-COT foregoing 

4-6 DAYS (means) (n = 2) 

tAfif h moon CMt Anmn/rl ant^ Pin fhnnM 
Willi fiicari wit* owrngrd ailvl 1 l|J« luiii^/u 


Y-BOCS score 




Baseline 




lotai 


O 1 


Obsessions 


18 


Compulsions 
Endpotnt (week 12) 


13 


Total 


15 


diminlshment 


-16(+16/-11) 


% reduction 


53 


Obsessions 




total 


8 


diminlshment 


-10(+S/-7) 


% reducSon 


57 


Compulsions 




total 


7 


dimirushment 


-6 (+7/-6) 


% reduction 


45 


% Remission 




YBOCSscore£8 


29 


BOGS score ^16 


57 



r^otably, ihe results obtained are higMy significant since &e variabllHy in every group is 
distributed evenly around the mean. 



Figure 12 schematicalV depicts the Y-BOCS total score: Tbre-golng*' and "add-on* 
treatment with plpamperon (8*15 mg^day; bid) and dtalopram (30-80 mg/day; bid) in 
comparison with the SSRI fluv<»camine in OCD. Treatment wNh the combo plpamperon- 
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cftalopiam (n = 7). Treatment wftti fluvoxamine (controlled release) mean 271 mg/day (n = 
253) is according to Hollander et al. (2003). 

Rgure 13 schemata'cali/ depicts the Y-BOCS obsession score: "fore-goii^" and "addori" 
tieatment wHh pipanrtperon (8-15 mg^day; bid) and dtatopiam (30-80 mg/day; bid) In 
comparison with the SSI^ fluvoxamine In OCD. Treatment with the combo plpamperon- 
citalopiam (n = 7). Treafmerrt vMi fluvoxamine (controlled release) mean 271 mg/day (n = 
253) is according to Holiandar et al. (2003). 

Figure 14 schematically depicts the Y-BOCS compulsion score: "fore-going" and "add-on" 
treatment with pipamperwi (8-16 mg/day; bid) and citalopram (30-80 mg/day; bid) in 
comparison v\dth the SSRl fluvoxamine in OCD. Treatment with the combo pipamperon- 
citalopFam (n = 7). Treatment with fluvoxamine (controlled release) mean 271 mg/day (n = 
253) is according to i-foKander et al. (2003). 

The intention4o-1rsat / iast-observatlon-carrfed-lbfwani analysis showed a Mgh 
therapeuHc efflca<y according Y-BOCS total score, obsession and compulshin scores. 
This Indicates the boosting effect of pipamperon on the SSRl cSalopram at an extremely 
and ttius unconvertionai low dose. No patient discontinued treatment 

Assessnnentt 

Efilicacy: the combo pipamperone 8-16mg/d - dGatopram 30-80mg/day > the In the art 
Icnown compounds effective towards OCD (Hollander E, Koran LM, Goodman WK.' 
Greist JH, NInan PT, et al. A double-bUnd. placebo-controlled study of ttie efficacy and 
safety of controOed-release fluvoxamine in patients with obses^eH^mpuisive 
disorder. Journal of Clinical Psychiatry 64: 640-647, Jun 2003 Mount Sinai School of 
iVIediclne^ New York, New York, USA; Soivay Phannaceuticais inc. i\4arietta, Georgia, 
USA). 

Study Messages 

The boosting effect of pipamperon at an extremely unconventional low dose on a SSRl 
Is indicafed sinoe flie efflcacy of the 'add-on' and fore-gcdng' combo 'pipamperon &-15 
mg/d - cifaloprsm 30-80 mg/day* Is In this study as twice Hgher as known In the art in 
the treatment of patients with obses^e<ompulsive disorder. 
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Example 5: combo pipampeiron-cIi^lopTam: therapautic use in Panic DIsoixfer. 
Purpose 

PreMnary examinatton of a "foregoing*' and "add-on" treatment with pipamperon and 
cftaiopram in comparison vrith the SSRI in Panic CKsorden 

Results 

The resulte are indicated in Rgure 15. Rgure 15 schennaticany depicts the CX3]-severily 
score: tore-going" and "add-on"* treatment with pipamperon (8 mg/day; bid) and 
citalopiam (20-40 mg/day; bid) in comparison wflh the SSRI in Panic Disorder. Treatment 
with the combo pipampenon-citatopram (n = 3). Treatment with paroxetine is according to 
the Journal of CIrnicai Psychiatry (2004) 65: 405-413, Treatment with Sertraline is 
according to the Joumai of Ciinteal Psychiatry (2004) 65: 40&41 3. 

Conclusion 

Notably, although a small test group has been used (n = 3), the distribufion around the 
mean is good, it will further be apparent from Figure 15 that the effect of the combo 
treatment of pipamperon and citalopram is twice as high as the standard treatments with 
paroxetine sertraline. 



Example 6: POC process for mayor depressive disorder 

Concept Combo of the high selec^ve 5-HT2A/D4 antagonbt pipamperon with: 

- a compound active towaoxls the Amino Add Transmitter. Peptidergic Transmitter. 
Adenosine Transmitter. Endocrine and/ or Enzymatic System; 

- a fbre-golng admission during 4 days of pipamperon; 
» a dose of pipamperon of 1 2 mg/day 

Objectives: Demonstrafoig that this coml>o thersQ>y has: 

- flie potency of being a treatment standard for depression by having an added value of 
redudng the total score of the Hamilton Depresston Ratii^ Scale - 17 Items (HDRS- 
17) after 8 weeks of therapy with a least 20% more than readied with the conventional 
known antidepressantSp Ae. 60% versus 40%. This stands for an added medium 
demission of 5 points on the total score of the HDRS-17 and this will be very highly 
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sfgniflcant since the mean drfTerence in all recent dinical trials between placebo and 
a<^ve treatment is 2.5; 
- a more sustained therapeutic effect than the conventional mono therapy by preventing 
significant more relapses during 48v^^e6ks foBovwng the acute treatment; and/or 
5 - a complete neutral safety profile, e.g. there are no more adverse events in the combo 
therapy then in mono admission of the in the combo used antidepressant compound. 

Process: the following different steps were implemented to reach out for these objectives 

(see also Tables 3 and 4): 
10 (1) an naturalistic open label study (n=>20) on a depressive population vtoth a normal 
vailaUlity of medical and psychiatric history, course of depression, eariier and 
concomitant therapy admitting the golden standard antidepresant cttatopram 20-40 
mg/day and a dose of 8-12 mg/day of pfpamperon in a foregoing, simultaneous or 
add-on use. 

15 (2) a 16 weeks placebo controlled randomised four armed study of each 36 patients with 
a mayor depressive disorder admitSng: 

- from ctey 0: placebo or pfpamperon (PIP) 10 mg/day or an active antidepressant 
compound cr the combiration of the last two; 

- from day 4: placebo or pipampercn 10 mg/day combined with an active 
20 antidepressant compound or an active antideprss^nt compound witliout 

pipampercn. 

By incIudJrg rigorous control groups (placebo and acUve comparator; see Tables 3 and 
4) this clinical trial is evaluated as a proof of concept of the added value of the combo 
and the foregoing treatment method since the induston/sxdusion of: 
25 - a negative trial, Le. no rfgnlficanl difJerence between flie plac^ and active 

treatment vrith tfte comparator 

- a fall&d trial. I.e. no significant difference between the active and the studied 

treatment i.e. the combo. 
(3) an acfive controlled randomised relapse prevention study following the POC trial 
30 during another 36 weelcs vwth three arms of each 36 patients which Is formed by: 

- continuation cf the active mono therapy; 

- randomising the patlerte with a combo therapy in a group vwth an active mono • 
therapy and with a continuation of the combo treatment 
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1. Abstract 

The present inventon relates to the use of compounds and compositions of compounds 
having D4 and 5-HT2A antagonistic partiai agonisGc or inverse agqristic activity for the 
treabnent of the undoing dysregulaiion of the emotional ftjndionally of mental disordeis 
5 (l.e. affect instability - hypersensllvity - hyperaesttiesla - dissociative phenomena • etc). 
The invention also relates to methods comprising administering to a patient diagnosed as 
havfaig a neuropsychlatrfD dlsoider a phanmaceufical composition containing (i) 
compounds having D4 antagorii$flc» partial agonistic or inverse agonisflc adivny and (ii) 
compounds fiavsng 5-HT2A antegonistlc, partiai ^oitistic or inverse agonistic, and (Hi) any 
10 known medicbi^compound and compositions of said compounds. The combined D4 and 
5-HT2A antagonistic partial agonistic or Inverse agonistic effects may reside within the 
same chemical or biologbai compound or in two diffeient chemical and/or biological 
compounda 

2. Representative Drawing 
None 
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